Quinoline as allosteric enhancers of the GABA-B

receptors The present invention relates to conpounds
wo@boobosswé a | wherein RL is hydrogen, Cl-C al kKpCT/EE2008011403

7 hal oal kyl, di (G -C 7)al kyl am no, C3-C8 cycl oal kyl,

or 5 or 6 nenbered heterocycloalkyl; R2is G-C7

al kyl, aryl, Cl1-C7 al koxy(G -C 7)al kyl, Ci1-C7

hal oal kyl or C3-C8 cycloal kyl; R3, R4 are each

i ndependent|y hydrogen, hal o, hydroxy, C -C 7 al koxy,

C -C 7 hal oal koxy, di(G-C 7)alkylamno, CG-C7

al kyl sul f onyl s

i s hydrogen, WIS COSEETIG e

hal oal koxy, or aryl OXy, or is -NR7R8 vvherel n R? and R8

are ether with the

Tl% r%en% %L(L}%{ Oh\/\fcwi‘[ite{%Z ﬁggogr%égg%étngé gd formor a 4

to 8 rrerrbered het er ocycl oal kylr*gr oup whi ch may be

substituted by one or nore subsityent(s) selected from

t he group consisting of halo alkyl, G-C7

al koxy, hydroxy, phenyl and 9-C 7) al kyI am no; R6

i s hydrogen or together with s mgy forma 5 or 6

menber ed het erocycl oaﬁskyl ch ma)(I)be
substituted by one or ne «n; “rind

phar maceutical |l y accept addition salts
t her eof , excl udi ng t hgf g npounds:

| - (6- Chl oro- 2- net hyl - 4- phenyl - qui nol i n- 3-yl ) - et hanone;
I -(thgelgrm 4- phenyl - 2- pi peridin-1-yl-quinolin-3-yl)-et

han ( 4- GHPEIBEBERGT 9% St glozlivh HEPr 4y ping: fragpsycloalion

eS or 5 or 6 membered heterocycloalkyl

'v'B/( Br°”5‘§8e>é?§%£‘ e pbsIMs il oy hinakhgeene;

t hanone; cnldalkyl;

|- (&2 Met hyl a4y mgwdeﬁhft}fyﬁf‘dg&p 'th'@eltl QSKZ GUENIkdH; G=¢) )

- et hanone. The si x conppunds excl u dl m trhse SC red

for for mideakogpelif 6%?‘7]@%% frest &¥ SLlhirOBY afi e¥.6 %%FB‘E

$4 X conpawndscysreRylnever disclosed in relation with

GABﬁs B is hydrogen, halo, C;-Cy alkyl, C,-C; alkoxy, C;-C; haloalkoxy, or aryloxy,

or is -NR'R® wherein R and R® are C;-Cy alkyl, or R” and R® may, together with
the nitrogen atom to which they are attached, form or a 4 to 8 membered
heterocycloalkyl group which may be substituted by one or more subsituent(s)

15 selected from the group consisting of halo, C;-Cy alkyl, C,-C; alkoxy, hydroxy,

phenyl and di(C;-Cy)alkylamino;

R® is hydrogen or together with R® may form a 5 or 6 membered heterocycloalkyl
group which may be substituted by one or more halogen;

and pharmaceutically acceptable acid addition salts thereof,

20  excluding the following compounds:
1-(6-Chloro-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(6-Bromo-4-phenyl-2-piperidin-1-yl-quinolin-3-yl)-ethanone;
1-[4-(4-Chloro-phenyl)-2-methyl-quinolin-3-yl]-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
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receptors. The conpounds of fornula | and their salts
are di stinguished by val uabl e therapeutic properties.
wo tooh@agsibeen found that the conmpounds are acti RET/BP2005I@11403
GABA B receptor. g-Am nobutyrbc acid (GABA), the nost
abundant inhibitory neurotransmtter, activates both
| BAB receptors
b 9@%&&%}& %Mﬁ e IR Qg%ﬁ@%% &1392 1081). GABAB
11(%115’é<?§h§dr4sphﬁa’ﬂ 6afrréluprczé@féh@xsr-ﬂ1mﬁ@hm 3rbgFhABORS.  t he
manmal i an brain on presynaptic termnals and
pOSI‘l?eYs%@&SrhﬁoM“&ﬂﬁd&f f?oﬂnﬂ;l{é’lzc\bﬁg fdroiofi8a t hASKAIIN #Gm
of inhibitory synaptic transm ssion. Pr esynaptl c. GABA
clgmiext brasies Seisk Gueghmprytnds aterorever disslefisd vTalatin with GABA3
re@gﬁtgfget ed Ca2+ channels (P/Q and N-type) inhibit the
| ease of many neurotransmitters. Post synaptl c GABAB
receptors actrvat es G rotein coupled inward
r ecthe spmppurRds o6fqrrylac Beir salig aFe mwebeé@éﬂyluwle
tlfé)/a%le@t‘i\’é;pr()ggdeg 1PHBalee kound?ﬁ?ﬂﬁ@ st 5%'3&@ ac%fbe on the GABAg
2/7-282, 2001; Bowery et al, Pharmacol. Rev.
reggptoRe4, 2002). Because the GABA B receptors are
strat egi caIIy | ocated to nodul ate the activit y of

?’ Iagrg 13281 eE %%g %g"A%}Xg rthg %tst E{E%hfi%beﬁ)@? gggﬁferlz%élg&iranstlﬁltter,

adtivetas lmfthtlomﬁtrcqﬁ&( GABW4 cdag rrﬁﬁsbcﬁfbple@ABﬁp saceptors (Hill and Bowery,

LR AR EOLLLYS: L ROLder e (VBNEE 0 oren

maABnalidb Braid 00 FireBabpcaermginaland Bb;’csyn@btlcﬂ&\bmoﬁéare involved in the
GABA B r t or. s
RO B PLOE B e E O RD0TS ke Ly Tgpeptors through
noidblatibh 81 highBeltbe a’tﬂdat@ﬁécBRaaﬁm@sJ(m/Qs a8l u@@sanﬂhﬁﬁe the release
ture, 386, 239- 3‘?6{ 1997 Nat ure, 396, 683-687 led
oGy nevpiEatspifess o typangs 3 LGEP e 26BN R Otﬂ%ﬁoup ¢
1&@&%&1 ﬁ’% f(a'IGIRI(?)Ehaghﬂra%ﬁ%hghlﬁ‘éyﬁeﬁﬂylrﬁﬁﬁﬁ’é ?Hzﬂinton et al.,

her nmenbers’ of "'t he

3
T @D@%Tewﬁ%r u%rleZ%é%eq%% dlopstyi e oyl Rheriierek Revcp 4 |24%n¥64, 2002).

BEALE tHIGABNS B&ptot® Hx%rsﬁ%@t%gﬁblly IBRRESRDASIARE tAY aervrtyeofvanous
taste receptors (Pin e , ..Pharmaco.. Ther.

nezgtreemlttzwst)emsrﬁé%arﬁcrgﬁoehg@éé bersesoyldiave @Prrgtlal
h@ﬁ%’é@h&@ﬁ et t%a%)neﬁ‘{ & aﬁ%’%ﬁﬁ%ﬁ%&sﬁﬁd e}mé EW‘@CI’QiCﬁJHr&ﬁ& hd

separ at ed topo oglca an _exc ptlona % on

cageitiva disordaraf VadrermndtBstier fai dowailargeaF S MaaokBgord. 2, 248-
2@]17(5213 B‘&Hgsarlazs }’Ymgﬁbll@egng@8§‘§8@7 veows flytrap nodule

for the agon nding (orthosteric site) (Galvez et

al, T- Biol.
Native GABAg receptors are heteromeric structures composed of two types of

subunits, GABAgR1 and GABAgR2 subunits (Kaupmann et al., Nature, 386, 239-246, 1997
and Nature, 396, 683-687, 1998). The structure of GABAgR1 and R2 show that they
belong to a family of G-protein coupled receptors (GPCRs) called family 3. Other

members of the family 3 GPCRs include the metabotropic glutamate (mGlul-8),
Calcium-sensing, vomeronasal, pheromone and putative taste receptors (Pin et al.,
Pharmaco.. Ther. 98, 325-354, 2003). The family 3 receptors (including GABA g receptors)
are characterized by two distinctly separated topological domains: an exceptionally long
extracellular amino-terminal domain (ATD, 500-600 amino acids), which coratains a
venus flytrap module for the agonist binding (orthosteric site) (Galvez et al., J. Biol.

Chem., 275, 41166-41174, 2000) and the 7TM helical segments plus intracellular carboxyl-

terminal domain that is involved in receptor activation and G-protein couplirag. The
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Chem , 275, 41166-41174, 2000) and the 7TM heli cal
segnments plus intracellular carboxylterm nal donmain

W0 b@b/04s46 nvol ved in receptor activation and CPET/BPM0F011403
coupl i og. Thenmechani smof receptor activation by
agom st in GABABRLR2 heterodimer is unique anong the

t he heter
ReA ST R e L sl T e
amodg etGRE@RS. @n tlef heBerpmet, emhy GABYOERE kibuaitdinds to l@;‘lBA while the
col 20
HRMEES spiiviopsg g ar SoRT G ERud (kORI o, Mol
PARdmaBol. 10613 1389,2002fonseff at dd/. Naatosd.he?, GREABRIL, Rk
out ( KO) m ce exhi bit spontaneous sei zures and

bl o %1@1 ) ?Za %egp S |§95'§' S601 I'ffi\ég déﬁ?ﬁs&%@& tEQteLhe GABAgR1 knock-

Er det r ophysi o responses.
olntked epitderghipit sphﬁtaﬁécBABEikuﬂéQand beperadgesiarbhese gk mieeshave lost

o} e R Bl i BRE T AR CY Bl Fechb 8. THRLE RO, e

G(ﬁdﬁ”@RQK‘IB@hlt@ﬁEﬁ nacd agtiops 1r1:ﬂwmhmd&}y pa'f#rbgms hawejd the light-dark
Y

sﬁﬂred&@liadrSmtpdirﬁﬁha@«ﬁﬁssummaﬁede pgrﬁﬁnﬂanwmodelondmtmg impaired

eractivi GA

R S TN S T PR 50 b

hgb@s&ivity i@ neRGhoifonhtit. Thm@ﬁ@ABRD gerﬁtashmppéﬂ @ndhapmosome

6@? L © Sli}ggg’%thlm%%tigﬁ glrrgglg}Aﬁ%lthjll\E ggre 1zof3ﬁ1’ema’ epilepsy

ahd AR e]xaa Ar%fers &@QﬁNﬁi‘v Zgi@d@(ﬂ ﬂ%4ﬁtﬂ98{]1\/ﬁviwﬂew1 et al., Am. J. Med.

assoc e a

SR A0 0 b a2t BOL VTR R L PPy

PIBRERism AAGABAZE: £09 %Jth%ﬂéOﬁ&ﬁnﬁNdMo&éﬁGaGA&ﬁBRQKIC)]

mce suffer from t

Wi S GRS 605 AT St ot A A B AE HftitTauR spostancous
e Ty e
cphganblgeGABAR 1@ midd Theretut, dletemmnmCdﬁA&hr&lRQGQBﬂ)m are

a sel. ct| GAl eceptor agonist with EC50 = 210 nM
IS%POH%\ E%S%eelgte&}?typ f% the oniy ligand, which has been
used si nce 1972 in clinical study for the treatnent of

fpla%fau%rény(m&@s% sl @tidbpRtist GABA)PA getivd GABAL Iréi‘fdpﬁ)r agonist

| owm ng spinal cord injury, multiple scl o§
veithy &t spH0 N af Betie TeEPI 0% e ol }léa@riawhlﬁbﬁ@y eqppsed gipce 1972

Elgﬁ?lpéf'l %Pf‘ﬂe t?egﬁin&lt'o@k GRticiBf A sﬁ&eﬁﬁﬂq%}é ﬁgd‘fﬂyﬁﬂ]patlents

receptor agonlsts wer e
fbﬂmnaemnaloiord; eumpmuﬂmde preTASIB BENYO ARG éaté@éifiﬁrﬁftl% gerebral

BehiBl1 GR4 LIRS M REIR] Hn SlcBdd with BScloftiR 4h@ BABA
s&%gajgéﬂée%& 19% A nngﬁg al, © Ili fe s © g
receptor agonists were for the treatment of neuropathic pain and craving associated with

cocaine and nicotine (Misgeld et al., Prog. Neurobiol. 46, 423-462, 1995; Enna et al., Life
Sci, 62, 1525-1530, 1998; McCarson and Enna, Neuropharmacology, 38, 1767-1773, 1999;
Brebner et al., Neuropharmacology, 38, 1797-1804, 1999; Paterson et al.,
Psychopharmacology, 172, 179-186, 2003). In panic disorder patients, Baclofen was shown
to be significantly effective in reducing the number of panic attacks and symptoms of
anxiety as assessed with the Hamilton anxiety scale, Zung anxiety scale and Katz-R
nervousness subscale (Breslow et al., Am. J. Psychiatry, 146, 353-356, 1989). In a study
with a small group of veterans with chronic, combat-related posttraumatic stress disorder

(PTSD), baclofen was found to be an effective and well-tolerated treatment. It resulted in
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Sd, 62, 1525-1530, 1998; MCarson andEnna,

Neur ophar nacol ogy, 38, 1767-1773, 1999; Brebner et al,
wOewsogd1a¢ macol ogy, 38, 1797-1804, 1999; Pat er BONEPR1085/011403

Psychophar macol ogy, 172, 179-486, 2003). In panic

di sorder patients, Baclofen was shown to be

mgﬁiﬁggﬁt{( hﬁﬁ'g%rﬂerﬁg necﬁ b’ye?all ﬂf ]ﬁgﬂﬁ'opﬁrﬁlbemeb‘c'mﬁiblﬁﬁf%%%ﬁance,

attacks "and t ons of |ety as assessed
emqannaltromlalnguaed yReearpesal pimpioarsand elpo 4 sdeicetheccREPEL RS

amrilgfé/ %gggﬁgeg%@ﬂ ?@@3% c& Brgs! oW, J%m&her%m 1977—|E’§8’10 @093)%

n a stu a snal grou
precinwakstedmbatiofhmenilde tatsivbiae theébditcél@nﬂ@ﬁtﬁtp@éi?nﬁt Elélon (PPD)

ofﬁ}efa%&?stﬁ's%‘a%lg?{Agéxfg_@ue?cg?ggﬁgﬁ i ﬁuif ﬁ’wbc;, 33 ni%g?@ge in rat

PP{ nmdgmﬁpsydmsm(ﬁmcmte At é’SJfChoztﬂqen@v@g)allVl SHAPOrA) 04
The % e @(R%k @Qctegﬁ%k X%/Otrlii]& hay e gg‘%ﬂﬁ%m 9133&01@#@ ki¥apy of

hyper afous
ps;aahoumdan;dang Unfixitetagelyn rBdcl@éqmrI@ssm@mb(erékée -effecsd incladimg the
Q {- I
PobORSBARRe vct BT MR o bl S B
thqrammicszendmhl(mmtsd@nla@caﬁ&g sedativhend tdesnie thatdimnit &s utility.
response i nduced by dizocilpine but not by

SOOI AT P B, 59 D 1900
GAIB)‘EJ efarter hﬁlﬁBA cBledgosipitve aH(zsg@m rgediatora CaY8m [24-di-tert-
i ofjhﬁ‘ [d1BE 2%9@;}%#134 g?&ﬁ@\s’ pl‘i’én af;&t cfeh?%éée%e W8 CoP13501.

er o
Themiigaddnlga\tehﬁ) gifedroniiheio dwbraaGn‘\BPbaecrepmrs,ﬁelmm ctatcm rwﬂih

dyr at i
ST A oS B0 R DEERORY 6 o
GABMR]JRZI’(‘IPM ettas, Mol Phdmmcdzlr,ﬁ@léiél -884, 2601). Mjutrestﬁ@r necent study
ngA%ﬁg?%O %8167%166{:9 c? ég H)é@hern? p f& ggpos 9P 0)}6 %)I oswrg){hat this
positistel hddod s or LGRPABSMArdcy ﬁ“zechevetlehralbntembrame c@omams (7TMD) of
A BB P P B B g e s
re}ﬁfrfeﬁk?dn thie ahhﬁﬂmlcgﬁttmf 2CARRAR droheeit neaimebtltvlthrllhc@ﬁBAﬁ t
W en

S e B Bk S R RO i

yﬁhﬁ&neM}ds dlé?hh&é)“(ﬁﬁ@llyler a&;ldysaﬂm&asﬂml 280 Wher., 307, 322 330 2003) in

ter nt st 7930

NI IO RNt M BT
chidHis trp@Sidnit VE duyehukiat Gssme i VetggdP 1R cd o dhﬂg) wawvbeerved.

B SRt PP SRR DR §EhODFEFIRE B0y 1 TeerhsenspBiCABA

bubdyenh&ce &Ilbé;terﬁ@ﬂ@ﬂie%ﬂirﬁfy dfhiee GABAPateptor &61fthe Eﬁdag%nous

,Itlfe }s\a;gg?%%c{ﬁ%g' t&esterha%g;g ulvg ﬁarx]re grllq Sn}%%ec? side (e:i%?ctt proﬁle as
coﬁai)\dré&mdjaeweérpnﬁiatad/ IGS397a3t 41yl 1s 20T K BO hiatl hofkttondi n
spontaneous locomotor activity, rotarod, body temperature and traction test in
comparison to baclofen, which showed these side effects at 2.5-15 mg/kg, PO. GS39783
did not have any effect on cognition performance as assessed by passive avoidance
behavioral test in mice and rats. Furthermore, GS39783 exhibited anxiolytic-like effects in
the elevated plus maze (rat), elevated zero maze (mice and rats), and the stress-induced
hyperthermia (mice) test paradigms. Therefore, GS39783 represents a novel anxiolytic
without side-effects associated with baclofen or benzodiazepines (Cryan et al, |
Pharmacol Exp Ther., 310, 952-963, 2004). The preclinical investigation with the CGP7930
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4,6-diamne) (Uwler et al., ] . Pharmacol. Exp.

Ther., 307, 322-330, 2003) in the light-dark box and
W@Lb@eassads zero maze test nodel s of anxi ety. NoPCT/EP2005/011403

tol erance after chronic treatgent (21 days) with

GS39783 (10 ng/ kg, P.O., once daily) was observed.

anB %;%%@?Q% TR %ﬁﬁa@bg{ﬂw hdI R c@:\;Bef ﬁ%cé&ﬁn% cocaine self-

receptor ac I VIt sence O
ademiiatreteomald w(émztbar fly Rﬁéozdfamﬂcm{ogy,dwt H5- BARARS4). The positive

m%cﬁﬁ%g %GID% Othq al?{gé%%g{ggéﬁil éudleri ﬁh@%ﬁ%ﬁﬁ&g of Badtro-

ese i e an rove sl de ef

Espplm‘gleiﬂd{dlstxdihsqam (EERDD amdo'i’a@ff@mnd tbrb@@éﬁctl@é@@@@/oﬁwﬂ Use of
20 [k
kR S b R e o P P

traction test in corrparl son to bacl of en, which showed
t hésit dBogtfienbdulatorshaye beermspriged oo otiasFamdn 3 GPERs
1nc|:] (thng%\qlghg ce%ftctre(fdwﬂd}h% d&gn ipl 4 OR t@ef{cfaQ FSNE8A S, 13402-13407,

i'Ve “avoi dance be avioral test ih mce
?OancWrcatmmn Eualt, Wermmen.e7, C5939928 3009 Hidh¢itgdtsensing receptor (NPS R-

46? Ifl%lyge #{ 6§ é%m?mer dset ap (I\gfylePﬁ’nlr%g%Zeg_% pﬂd&% lggg 8998) (US
6,331 £45); intdue edepiyp Hﬁﬂﬁéﬁ% &- (M%mﬁﬂmphmhpgml -N-(2,2,2-

978
BB S B TR IR o,
P dventzoctisaf ghitnese (Cegars) ehd alGlud r@hpﬂOMGBPHE»(IN Phedoro-2-[(1,3-

310, .9 63, ,,200 '
SRR S SO QG T RO Bt R SO SRR (0'Brien et
al¢ pRparnas. E@‘ éFhef f2echivay, 2004ddmm$|tmglyw¢1as heen demonstrated that

selfamnls n rats mth al 1 .
B onrr A g B § AL o8 ted ithin the 7TMD region,
thei{eﬁyl bﬁlﬁmcmgﬁ@zgﬁﬁ)st bﬁsmalbeyetabemmgnhe adtiveistae bfjths ' libileckgion

S 1oUX B
5 e bt $5 HS%epr LD SRR oL s AR L Mol
PHd%ﬁ’Lanl @3@88&&,@0& JoMapasiet,ithe NEd Bud 6, OFRS R1568 (Tecalcet) and
astro-intestinal i sarders).. Posjt.ive IIost rlc
Senirch st R §hbbie et Rl §rSigegie
cliinlﬂ:ﬁl wdiln@uaic théir slkeept atodekfattiach et al, Pr OC Nat | .
Acad. SclL, USA, 98, 13402-13407, 2001 W chmann et al,

Far npco, .989-992.  2002), Ca ci n I ng fece

R R e BR0F po A 08T B TRl ety
acE’ép’iﬁlﬂaaQH ad@Bionk8183hdR8H ihe];&@ﬁaratﬁdﬂﬁoﬁhﬁ ]:Bmpbdﬁds oflf@.rmﬂa Iand
a.{:cs[-’&(eg o%rrélL:é[ Zﬁrngﬁs??dntall\ll-n 4;,; a(czc)mrrlgac)tul?lg)% ?cl)}%]lﬁ)(Wor Q 1¥naceut1ca11y

actépthbly atideidditonuhltsahylept pyri d- 3-yl met hyl amine and its
anal ogs] (WD 01/56990, Potentiators of glutamate

' eclggurgiéﬁ: oqbéecg {'?F P%eﬁt?gf R&RL us(e of ?he compound of formula I or of a
10tard selectbidydi threrbirsaimiddhg 28fy| ) met hyl |
Do e Pt
1-(6\Beb @t 4-pY byl -2-pipradin Hednqudeciin 34yt )adthan bt
1-[4-(4-Chloro-phenyl)-2-methyl-quinolin-3-yl]-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(2,6-Dimethyl-4-phenyl-quinolin-3-yl)-ethanone; and
1-(2-Methyl-4-phenyl-6-trifluoromethoxy-quinolin-3-yl)-ethanone,
and acceptable acid addition salts thereof for the manufacture of such medicaments
useful in the control or prevention of illnesses, especially of illnesses and disorders of the

kind referred to earlier, such as anxiety, depression, epilepsy, schizophrenia, cognitive
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these positive nodulators bind to a novel allosteric
site located within the 7TVMD regi on, thereby enhancing

wo bmeaggamé st affinity by stabilizing the acti VRCHER1085/011403

of the 7TMD region (Knoflach et_al, Proc. Natl. Acad.
Scl, USA 98, 13402-13407, 2001; Schaffl tauser et a

e T
anexmw@bmlanewéscﬂarnm, cpisbral pwley, akHepLiG Raifneat v mEgssociated with
a‘;’} rp& §166nd g?ycﬁl)élp G d'is%%ﬂ z‘%d?ﬂ?aut Qatid\@lebs disorders or gastro-

eric nod of the inventjon
1a’reet1maﬂl disontrps amlsespfectf\@l‘ynfqréhet manefaplizse HecsIssPealing
ICInque acid addition salts thereof, the
IBrepareﬂlon of the conpounds of formila | and salts
t hereof, nedi canents containing a cogfound of formul a
| orTte fphewimg definitiond dfithe el &vms used i e dreseriflesaintion apply
C 0 bPR dosatifRioHS e
mfe gﬁeggéec%fﬁ“ﬁ%u%ng %e;te?g& g %O%%%S%MS conpou rcl) d sl, el lé) cted
fromthe group consisting of:
[}s {s a Bl Qheztef@t“ﬂ}’}h” fAreRREMblon Stk |c$fdlrc3ar<\(1|1ﬁtt1@11}hﬂ6@ﬂl§bn

Br ono- 4- phenyl - 2- pi per n-| -
TRaisbh8referred aryls nc Yude, bg’tI are nlot i mited 1}6, 0pt1on CHY subst1tv}l/tea pgenyl or

daphfinyl, 4 Gell a5 ro@nydrbugs spetifivlly qliisaabit 13- ik kxatflartanen below.

If,xa(rgal%roé ﬁﬁbsztu};@itsnfw arZYI %rﬁélm/iire 5‘9,’?%% }hal%, W S}/ allthl| C C7 haloalkyl
Cr-CRalkoXy, @t@ﬁialoéﬂmhg@l—@qa]kmthﬂwﬂs G4 3ﬂ7)aﬂ€15hhcﬂ@§dedl C’md
%?%ganmnggr ngtrlflyoroneyhpxy qui nol i n-3-yl)

none le acid addition salts thereof

for & E)ﬁ %ﬁ%{,@&& M rg?ﬂ%e@ﬁi AR Sup's ﬁ%fs 'dlsﬁﬁéa abBe and the

cont r preventl nesses, ' eéspeci al C{
irll gresp soanettell Goan emeo ftarhePrifered arEPEY e G-o
earlier, such as anxiety, depression, epilepsy,

schi ‘Z@ P(]If %}a erfe?@ni @1 ol &OJrQI‘?éh%d SRR dHald Qfoﬁﬁ‘ @ontammg from

skel e nusc e rigi flna cord i nj E%> %
bt Brabrs atoarsy or ﬁmple hethg aﬂhylsmwbssosvro rlx%Qh‘%}{l sec-butyl,

1!%9[] Bt txl Bgﬁltgloﬁq{e%d%s RA112s ﬂﬂ)ge e@fﬁbﬂ ﬁ&ﬁpﬁé@g)ﬁﬁ'le\ékatnlibles herein

cocai ni cotine, psychosis, ni ¢ di sorder,
Ipdswt raumati ¢ stress di sorders or gastro |ntest|na
di sorders, and, respectively, for the nmanufacture of

80 rr Pé P& nﬁélgeg_\cﬁf gl canent SC7 Jikg fal %Vﬂe@igleg ebdRIHi@NS substituted

ener terns used in e present escrlptlon
la)ptpnheyon mos‘slp?é@en \Bxaotplestod Chidss heleellybinglidedug eregror Bited to
1| QbR ek b ortiexyl
81371? ﬁ%:?%lfﬁﬂ&?g disd %ﬁ}?ronlg%va e%tE cyclic artgﬁ’g t?l OTRERy
hwhwa}bome or more Cl, F, Br or [ atom(s) as well as those groups specifically
illustrated by the examples herein below. Prefered C;-C; haloalkyl are difluoro- or

trifluoro-methyl or ethyl.

“C,-Cy alkoxy” denotes a group wherein the alkyl group is as defined above and the
alkyl group is connected via an oxygen atom. Prefered alkoxy are MeO- and Et-O as well
as those groups specifically illustrated by the examples herein below.

“C;-Cy haloalkoxy” denotes a C;-Cy alkoxy group as defined above which is
substituted by one or more halogen. Examples of C;-C; haloalkoxy include but are not
limited to methoxy or ethoxy, substituted by one or more Cl, F, Br or I atom(s) as well as
those groups specifically fllustrated by the examples herein below. Prefered C;-C7
haloalkoxy are difluoro- or trifluoro-methoxy or ethoxy.
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noi ety. Preferred aryls include, but are not limted
to, optionally substituted phenyl or naphthyl, as well

w@200bkesds aryl groups specifically illustratedP@yEPINES/011403

exanpl es herein bel ow. Exanpl es_of subsitutents for
aryl groups are hydroxy, halo, Cl1-C alkyl, C1-C7

hal oalkylen>G Z&h&%f, Ghe, Fhohal 97 k@kne.O - C 7
alkoxya%i %%ﬁs k;?su?fo%yl di (QC 7)al kyl am no

or C3-C8 ¢ cloalg I "aryl oxy” denot es ryl .gr.oup
wher GirCt ke deoeiss & 4s et REE “afee et pRove which is

s%¥+tu9efd°r%9a %h(&cﬁﬂg%pél%q?\ék BefBfed MBS HAeOM Prefered

aryl oxy al kyl " denotes a stralght- or

branched- car bon chai n group contalnlng from1l to
car bdn-Gt didsuliosr!” sieantss a sulfpsyhgnoup afpgh is S&SBW?C‘ by a Ci-Cy allyl

%{%Eg )2(19 Pé( ned'h%fe?x%ﬁ’dv’e BRI fIG,- @%ﬁﬂ?y‘lﬁl%)ﬂfl in@8&d Mlt.are not

as we as_ those speC| i cal | Iustrateﬁaf
hméeét@m@ﬂé@uﬁ@h@%a@éﬁwsu ayl @welhamtb%evgg;wmd% @ly
mugé ng?hlgayéga&gfayﬁeéﬁl dgbined above which is

titu ne or nore halogen Exanples of G -C7
haloalk(éIr |nclude but are not limted to nethy

et hyfdi(G@re 9lﬂ<yla c@ﬂgrﬂtes a ggb%t%;pup@é}grﬁat%, pnél R® are C;-C; alkyl
%rg){lg %‘J&éﬁlned H@r@ﬁjyalbogé ﬁaHﬁM lof §M@FLU7}aH$y@QmQM gBh\Bs Aclude but are

Br or ato as we as those grou

spdonited dlﬁ;nﬁhvlapgtlm éﬂe@yl)%m@oe%%ie@é}’ HEw: #5 Wil ashose
grro‘ﬁinﬁ Eff:‘e(& anQle tﬁ@écﬁ?’% Jﬁ))élexﬁﬁ eghérleﬂﬂqefb“w or

Ior o- -C7 al koxy" denotes a
group wherein the al k group is as defined above and
t he allkgioxyrdmptes g ﬁéﬁﬂéd via an oxygen atom
Prefered al koxy are MO and Et-O as well as those

gro Upéy&%@}‘?c'lcfaﬂ&fil de}ﬁo'tés a%§1§u”ra’¢%&@9arp(¥n bR c emampYias 3 @B ehdbon

bel ow. al oa enotes a & C 7 al koxy ro%ﬁ
AT | |rﬁlédn%bﬁ%a%m@h14%§b‘éﬁ}b§?‘i gt et oy IgREPPE D © ¥Fg<?bé1
E&%ﬁ&ﬁﬁ&l %g@ﬁ@éyﬁ Sy @S h Pyl Gas vl ak @a)sk @260 kv tp‘s BSdcRgIUbstasted by the

t o' et hoxy or et hoxy, ituted by one
oranmplessheatkin bElowBr or | aton(s) as well as those groups
specifically illustrated by the exanples herein bel ow

Pref ef gfs Henfberedat 8L} yRI Rn6icd sﬁﬁfr@ted @fono- or bi-cyclic ring
trifluoro-methoxy or ethoxy.H al oge tes

EHPDFIFING Koy HIELATb P SIS 56 TBYBRFTHADE OREE femaining ring member
g{olﬁ%xﬁ’e?ﬁ ected 8RB 65 Br fabrH, RlakYls. Efe@éifédaﬁto%ﬁélﬁB&ed

erein dabove which is substltuted by é% - C7 al koxy

betorqryelsalitgigronns are? er A mamehrecd heggrogycioalvkgiosas- fFesﬁwles of4to8
gﬁ@ ?t&% ﬁexﬁ%récpﬂéfgrogﬁﬁgﬂk%%&&ﬁs htledisitlabdd R dinkedao Q@pfonally

subst1tuted azetidinyl, piperidinyl, piperazinyl, homopiperazinyl, azepinyl, pyrrolidinyl,
pyrazolidinyl, imidazolinyl, imidazolidinyl, pyridinyl, pyridazinyl, pyrimidinyl,
oxazolidinyl, isoxazolidinyl, morpholinyl, thiazolidinyl, isothiazolidinyl, quinuclidinyl,
quinolinyl, isoquinolinyl, benzimidazolyl, thiadiazolylidinyl, benzothiazolidinyl,
benzoazolylidinyl, dihydrofuryl, tetrahydrofuryl, dihydropyranyl, tetrahydropyranyl,
thiomorpholinyl, thiomorpholinylsulfoxide, thiomorpholinylsulfone, dihydroquinolinyl,
dihydrisoquinolinyl, tetrahydroquinolinyl, tetrahydroisoquinolinyl, 1-oxo-
thiomorpholin, 1,1-dioxo-thiomorpholin, 1,4-diazepane, 1,4-oxazepane and 8-oxa-3-
aza-bicyclo[3.2.1]oct-3-l, as well as those groups specifically illustrated by the examples

herein below.
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group as defined herein above. Exanples of G-C 7
al kyl sul fonyl include but are not Iimted to

woreiobpssw f phonyl and et hyl sul fonyl as wel | asPCTIBB®05/011403
groups specifically illustrateg by the exanples herein
bel ow. "di (G -C 7)al kyl am no" denotes a - NR7R8 group,
wher«gis i = '
her ein @%ﬁ%‘@&@%ﬁé%{nzs“?g%?%@%d e o pisgotes S o
6 membeeedbateraydoalbyl grpwpsas definedaiborewhidh)iafdserbto the quinoline

o 5 E] a .

e Ot BN, P RN B BRA T A BB RS E Rloueng
goetpw. " Hydroxy" denotes a -OH group. "C3-C
cycl oal kyl " denotes a saturated carbon cyclic ring
having 3 to 8 carbon atons as ring menbers and
i ncludes but is not |imtedFtgOeyeci opropyl,
cycl obutyl, cydopentyl, cyclbﬁe%if, cycl oheptyl, as
wel | as those groups specifgca illustrated by the
exanpl es herein below "4 to 8 nenbered heterocyclo
al kyl" denote a saturated nono- or bi-cyclic ring

CONPYHeStefs “SHLMaddidicAllE RG] b QOB diSiohishigs” FBIFB kS salts with
the ot her remaining R;gg qu%g& at o .beuf% sgleﬁ%gd 4. nitri
inprgaAnisied oFsaRtsTaE1c®, WNCARFlusie byt arepqtdimiied tg hydrpchiggicagid, nitric
aﬁﬁ{, @ﬁI%Y&%CQEFEU%thfi@ Hed, @frE% a@d?forﬁﬂ&fl Eé41 @,tefﬁﬁisiric acgd,smaleiCGacid,
et erocycl oal kyl' groups.. anpl es : n or. 6
arelibELbduFate ?%@féﬁérd? RSHL ”@‘iig%}fésqlﬁ%éﬁﬂféd? EU@%&P%S“HBPIC acid.
limted to optionally substituted azetidinyl,
Pi PEFeflRY byoupk RATREZh Y be schoRB BioRe ﬂﬁsZgrBM% com&ERE BYethyl, ethyl,
pyrrolldlnyl, Pyraquu%bﬂyl, i m dazol i nyl,
RraPdazBIAPdh AYIYL TBVELAMMIO By r i dazi nyl ,~ pyri mi di nyl
oxazol i di nyl, isoxazolidinyl, norpholinyl,
thi qztl@feh‘élﬂ R¥dups lf&QIZr}th)ZB% ieli'gd%& lfsong) (tjhdgi@hjr dbmkysking of methyl, ethyl,
ui nolin i S i nglinyl, nzi m daz
bl s S RS, o ey

Ig§ﬁ§p@;gkxhaqygyl, di hydrofuryl, tetrahydrofuryl,
di hydropyranyl, tetrahydropyranyl, thionorpholinyl,

f.j Ih L;}%}E%B lg%}q})]/p!q url’ ﬁ%#gﬁé qegeg‘%a Eﬁ%ﬁ Fl%\;girg}ill) %grllsfis%rr]lg of hydrogen, Cl

drtr.ahydr oqui nol i nyl, tetrahydroi soqui nolinyl,
1- oxot hi onor pholin, 1,1-dioxo-thionorpholin,

1, 4-di azepane, 1, 4-poxazgpane d 8-.0xa- 3- -

a2 e Byeh g caips iy e 06 THeced Tah Foeg 0P 68 P gy drogen,
1HP@oky, mehiidlidnkel bad 8d by the exanpl es herein

bel ow. "R6 together with R5 forma 5 or 6 nenbered

EECRIC RS AL RN, T —
dehseprdpdl, t-PRpel basiiirkityl, and t-butyl, CF;O, PhO, methoxy, methylsulfonyl,
Cl, F or I, and when R’ is -NRR, R” and R® together with the nitrogen atom to which
they are attached may form a group selected from the group consisting of piperidin-1-yl,
morpholin-4-yl, pyrrolidin-1-yl, piperazin-1-yl, pyrrolidin-1-yl, azetidine-1-yl, and
azepan-1-yl, which may be substituted by one or more F, Ihethyl, ethyl, propyl, i-propyl,
butyl, i-butyl, t-butyl, hydroxy, methoxy, phenyl, dimethylamino and 1,4-oxazepane and
8-oxa-3-aza-bicyclo[3.2.1]oct-3-yl.

More preferred groups for R® may be selected from the group consisting of Br, I,
methyl, ethyl, propyl, i-propyl, butyl, i-butyl, and t-butyl, CF;O, PhO, methoxy,
methylsulfonyl, Cl or F, and when R’ is -NR’R®, R” and R® together with the nitrogen
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group via R5 and R6.An exanple of such group is but is
not limted to the follow ng group: The term

w0 pivassigeeut i cal | y acceptabl e acid additi on saP@BEP2005/011403
enbraces salts with inorgani.g _and organic acids, which
include but are not |limted to hydrochloric acid,

ato'?rll % {Nﬁ% B ard Hﬂt%ﬂ{&% ﬁ’lng%rgl gﬂ&%@&@&té& f?&'nd;he Gtddp donsisting of

ormc acC ric acid , mal ei c _a acet i
pl}:&md@h 1 sléed-diflnoaepiperidar -ah fdvaery-neE) @@ﬂ%ﬁ.@ 4-

cid, S ed._ -
me?rhac))/)gfb%leg {? égf‘lg}g #k%@l’&hﬁ éla}q 1%7 rcﬁ{:cfglfl}] glt—gt | n%@@?ﬂ%y‘f@ﬁdﬁll vl, 4
meehﬁ?plperpsziyyl , 3-hygrospydyrrobdiny] -yl B=hyidrpry-aagiiline ot 5/4 -hydroxy-
referre 4 t t -
R R P S O Iﬁﬁ?ébf%?%p% B srgmu g e
oxhzepaneind §-okarByelzg- bwdb[ﬁp?r prﬂ-3 véycl obut ylI ,
cycl opentyl, cydohexyl, phenyl, CHF and CF3. Preferred

9r Y08 L8 cor;ﬁ lﬁﬁ%r kggleeﬁiﬁlf%ﬁbﬁ Qré {h%gé &B&ggﬁﬁﬂpof formula I, wherein

consi'sting Prefeéerred groups for
R4 maybe sel ect ed fromthe group consi sti ng of

thydrog@ncmﬁdﬂhoxy, met hyIsquonyI d and F. Preferred
RzgrOUFf? a1B§1 gﬁéﬁyp%l h‘i&) 1%{@%&%195&913

COﬂSIS ro ro
R’pRit yIa,re eacbu@@dpen@ndythymgw ha §@ 7pﬁé> B p]}éylsulfonyl

siet hy| }lei halSAI 1 and when R5 is -NR 7R8, R7
Rand F@S % ﬁe %%}gfﬁrgosqtrogen atom t.o which they

are airnadﬂécﬂ( miuyreﬁroRmmi Rroup:-Seplet-ct B raomh R h@@gﬁ@%ﬁﬁhef with

COﬂSI
pyrr 0 aﬂlq)gin af |nr1J & érr\)rglrcgglr"e#ﬂe atFﬁQB%@ (r)i}rog &I ayn% )io_ 3 Irnernbered

az gt Itkilalteieeyl:loﬁlkyl gndp aﬁng;ba‘naﬂbeﬁubst\ym‘tgd, bmpg @r more subsituent(s)
o oy e o b Bl PR o . Dl O FAQ I AREEL C alkory
Gghenyphengalh amdtbdnmlar?mlhydamn@, 1, 4- oxazepane and

g ; gu S’lg Ey%Pg%%;g%cgﬁﬁr% ¢ 1 85{7 F : Rd 5 (M:g Reibel&l E&roycloalkyl

8- sl ect om t he group consistihg
of Brgrolip wﬂmﬂhyhy beetubytitntep bypyle or mgredmldgenbut yl |
|-butyI and t- butyl CF30, PhO, net hoxy,

mst S%Jelgfdg?n Com%upﬁg {)ﬁ ﬁ{%@n%@@ﬁ - FePy s Coﬂ\%ﬁo&ﬁ@s oiFt’Zrmula I

e ni'trogenat om t o
wlaérelrathlach@al alkgly fdrexample gredofowaigaorapotrdsn t he gr oup

1—@6’9—%5 LSt I{]—gt'hglf%lpég diulrpqh%%?qfl) -propan-1-one;

146 Br 6linox-1s4b - hmhepylﬂgmnaihm@—lyl)ydthamgne,

1 g@:}%}gﬁﬁ%aﬁﬁf)ﬁ% Ip en %ﬁh ?11 p%s{ll)g—?—rg }/Ibur:an 11 one;
-[4-(4-Chloro-phenyl)-2-methyl-6- trlﬂuoromethoxy—-qumohn -3-yl]-ethanone;

1—(6—Bromo—2—1sopropy1—4—pheny1—qu1nohn-3 -yl)-2-m ethyl-propan-1-one;

1-[4-(3 4-Dichloro-phenyl)-2-methyl-6-trifluorometh oxy-quinolin-3-yl] -ethanone;

1-[4-(4-Chloro-phenyl)-2-methyl-6-phenoxy-quinoliri-3-yl]-ethanone; and

1-[4-(3-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl] -ethanone.

Other preferred are those compounds of formula I wherein, wherein R* is C;-C;
haloalkyl, for example the following compounds:
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-y1)-2,2,2-trifluoro-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-y1)-2,2-difluoro-ethanone;
2,2,2-Trifluoro-1-(2-methyl-4-phenyl-6-trifluoromethoxy-quinolin-3-yl)-ethanone;
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met hyl - pi perazin-1-yl, 3-hydroxy-pyrrolidin-I|-yl,
3- hydroxy-azetidine-1-yl, 4-hydroxy-
wdapivenydi4@i peri di n-1-yl, 3, 3-di net hyl anm ne- pyrPCI/EP1005/011403
1-yl, azepan-1-yl and 1, 4- aoxgzepane and
8- oxa- 3-aza- bi cycl o[ 3. 2. 1] oct-3-yl. Preferred

??Q‘F{M? p@l&?‘ﬁ? 2 @%1?11 B%ﬁﬂucﬁ%ﬁléﬂﬂgéleqﬁﬁ&ﬁp lg]?l? 201,2 trifluoro-

Is C1-C7 alkyl; R2 is
al kqthanog}henyl O C7 hal oal kyl or C3-C8 cycl oaI kyI

1-??—&%—%@5}0@%%8@@?12 ol IﬁgﬁﬁF?Qﬁﬂﬁéﬂérﬁéﬂ%ﬁg&ﬂnoﬁ}@|33y1;9,2,§1r1ﬂu0r0—

I'Kyl'sul fonyl; R5 is‘halo
hal gbddooxy, aryloxy, or is -NR7R8 wherein R7 and R8

2,9,&61'r%u090 n@ﬁle’g}#ﬁ ﬁ?’xeﬁg}h I??Ie 6- thﬂ@@rbﬁ‘f&hﬂ& '&uirﬂ@m 3-yl]-

AT trogen ato y are tached formor a
t o @harember ed heterocycl oal kyl group whi ch my b e

or 4oy | 1 }
2 FHRPALS 0 80500 P AUIE S CRip s ElRs e emy
G - &ﬁl%oalle,koxy, phenyl and di (G -C 7)alkylamno; R6 is

1%%‘%@ gd'%e er%ﬂlrch WK(HIH rou 59r2p]?rﬁlu§rcg indhone;

1 $m,bsmuﬂumtoe@nmth;drﬂephenymbh dlrnmorbfg;{éf-ﬁ glangolipr-éfyé)-28&-trifluoro-
n‘%gunds of the invention are those conpounds of
or " wherein R2 is CpC 7 alkyl, for exanple the

l-f[d)J(B avibifigoroepiporyhed-methyl-6- trlﬂuoromethoxy quinolin-3-y1]-2,2,2-trifluoro-

| - (ethBr om) 2- et hyl - 4- phenyl - qui nol i n-3-yl ) -propan-1|-on
2, I2 ZGBﬂﬂB[@UU-Bl—(éEﬁtethayﬂeSLAfopﬁepi}dnyﬁtﬂ nothyi-63t /il ) orenteainoon

. (BUBpE T HBIRIIS 4- phenyl - qui nol i n-3-y1 ) - 3- et hyl - b
2 QIQ@T\nﬂucﬁﬁa 4-(3-fluoro-4-methoxy-phenyl)-2-methyl-6-trifluoromethoxy-

ln;)I gwglghﬁ]v?]eftﬂ}gheny' )-2-methyl -6-trifl uoronethoxy- qui

2 20 Briffi 601~ @-hedpl-apyhend-Pipereyidin i vial uimmlB—3H)l)-2thanbpee;
hyI

24 Elp%“éﬁ qo&%meg‘% SomemNolinA Het whrma: 4Rt uor‘tr)lpre#hanone’

2, 20T ABLdro-13¢ 2y hrletigll-Haplpmel-6-byrrolidin-1-yl-quinolin-3- yl) ethanone,
25@-%3@%{%—’0 1r— g?h—glhe%%—%)—(_lzmg&l P%yrrgh&g—eﬂol)sﬁ &%Ey qumghr}/ I31y1
| - [ dthésorfehl or o- phenyl ) - 2 nmet hyl - 6-trifl uoronet hoxy- qui
SRR TN LTI S LT
hal ed@hkoHe; for exanpl e the foI I OWI ng conpounds
Zlg.;;l(rgrlg r(?{gpnlﬁffér(?% oxy p enhy% ll‘lenyl qumolm 3. -y1]-
ethanone;
2,2,2-Trifluoro-1-[6-(3-hydroxy-azetidin-1-yl)-2-methyl-4-pherayl-quinolin-3-yl]-
ethanone;
1-[6-Bromo-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin- 3-y1]-2,2,2-trifluoro-
ethanone;
1-[6-Bromo-4-(4-fluoro-phenyl)-2-methyl-quinolin-3-yl] -2,2,2—trifluoro-ethanone;
2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-2-methyl-6-piperidin-1-yl-quinolin-3-
yl]-ethanone;
2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-methyl-6-piperidin-1-yl-quinolin-3-yl]-
ethanone; 4
2,2,2-Trifluoro-1-[4- (4-fluoro-phenyl)-2-methyl-6-morpholin-<4-yl-quinolin-3-yl]-

ethanone;
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| - (6- Brono- 2- net hyl - 4- phenyl - qui nol i n-3-yl)-2,2-di JO.u
or o- et hanone;

WQ@206/M48Tn6 f | uor o-1 - (2- met hyl - 4- phenyl - 6-t ri f | uUPCDRR100£/011403
qu qunol i n- 3-yl ) - et hanone;
-[ 4- (3- CUor o- phenyl ) - 2- |nethy]l 6-trifluoronethory - u

2,?,9 [’lir ﬂ(l\z?g [|O41% méteny%smfélllyl e ﬁt)—@aﬁﬁﬂﬁfl 6-pyrrolidin-1-yl-quinolin-

6-trifluoronmethoxy-du
noI3mH$ﬂympna 2, 2~tr|Luoroethanone 2,2,2-Trifluoro-

z,lﬁ,ggjrll nu_%g@g l‘?[i&?gpﬂgfcﬁé'F%h'ﬁégﬂ%tm{ﬁy%tgﬁfdhu&t P-iyr-h&%ﬁﬂs-ﬂw-

2, 2tRanbnef | uoro- 1 -[ 4- (4-fl uor o- phenyl )-2-nethyl -6-trif

0
AT B RS SRR st
-t rqdlholmr- téthatmr&,
% Fﬁ%ff”roﬁo %tﬁog r}Y&Z ?%blhfi ﬁ%ﬁg‘nga Jﬁano 12]2%%91| -Blphentyiinolin-
[-[azﬂ??ﬁ?g?élu?;o phenyl¥|2 nmet hyl - 6-tri fl uor onet hoxy
2 ﬁgutnéﬁ’lﬁrwl (e st e R DA ey sstomty
ég?fﬁ?mgghqhhmﬁyquﬂm&ﬂmmona yll - et hanone; .

e B, LR TR

2, ZHQHﬂWqﬁﬁmﬁﬁﬁhﬂ}@ﬂmﬂﬁm@yl 4- phenyl - 6- plper|d|n | -yl -

gu)l 'quh H%IT—%%LA]I ﬁwﬁor@ &enﬁl)—zﬁhé—gy rl f %ﬁq dm 1- yl) -2 grgetflyl quinolin-

3 yJ) &hﬁﬁﬂ@ﬁe | o
et A AL ST LA b e
1{(3 Pl[?pﬁy i- ‘yﬁZ(rﬂetliEIlt—ﬁl-)pjhergﬂ{Jrqﬁmidlﬂi By1)-2,2,2-trifluoro-ethanone;

in

A b

) - 4uﬁh@ﬂy%&ﬂh?g@Lln 3-yl]- ethanone 2,2-Tri fl

ar o- re
11§ mismsoiybn- R R G RO e Sy forg] Rl ety

2 2 q@mdkh-BLEPD 052 -Frifldofo-e(t@nbyer oxy- azetl din- 1-yl)

T S AT Ethhg}rqudaw ol

I|nzgqﬂﬂmuoa3gﬁ§nbﬁéfluoroethanone

2,2 - SrBugir (G- bl RIS Sl E PR G GE Quinolin Y
- [ feefloreet han

esulfon | - phenyl ) - 2- met hy| I 1
2,2,2~ Tnﬂuoro -[6-( h%fdroxy—él mgthy pPpe% £r|1 9 YB i Lf/ mef uarrrlglsl,{lpon%l—

phenyl)-2-methyl-quinolin-3-yl] -ethanone;
2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-6-(4-methoxy-piperidin-1-yl)-2-
methyl-quinolin-3-yl]-ethanone;
1-[6-(3,3-Difluoro-piperidin-1-yl)-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-
y1]-2,2,2-trifluoro-ethanone; and
2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-2-methyl-6-(8-oxa-3-aza-
bicyclo[3.2.1]oct-3-y1)-quinolin-3-yl]-ethanone.

Still other preferred compounds of the invention are those compounds of formula

I, wherein R? is Cs-Cg cycloalkyl, for example the following compounds:
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yl'] -ethanone; 2,2,2-Trifluoro-

| -[4-(4-fluoro-phenyl)-2-nethyl-6-piperidin-I-yl-quino
WO R0w6B481l4 - et hanone; PCT/EP2005/011403

2,2,2-Trifluoro-I-[4-(4- quoqg _phenyl ) - 2-met hyl - 6- nor p

hoI|n 4-yl - qui nolin-3-yl] anone;

2, A el \; -

N R s Tt A e L R L ed
In@h@yzmTrlfluoro I-[4 (4 fl uor o- phenyl) - 2- net hyl - 6- pyrr

o Yo ARl e p LIRS 16 morpholing 4 y1-guimolin-

3yﬂﬂm¢dﬁn©nhryl) 2-nmet hyl qui nol i n- 3-yl] -ethanone;

PSR Sy A0 5 B DR i
B'ﬁ.znahﬁmm&iuoro-

S B P s

2 ZﬁZSrEmof—él-lQ{}ﬂuoro phenyl) -2-methyl-quinolin-3-yl]-cyclopropyl-methanone;

|| \Gidobai R R R S DY e BGNNS B AefaHbf and

2, Z;yz.lco'ﬁlmﬁyﬂ-lﬁ@mthylf@l-ﬂ(o&p}ﬁ(blun&qlﬂP;E}reyyl}qlﬁnélﬁl—hwdj)lﬁmxﬂmazne

etidin | -yl)-2-methyl -quinolin- 3-yl] -ethanone; 1-

S%%l er,‘pr?fxrr]e{{l uor;rll I)lll T o?’d?g} %Oé/rlt}o'nza'ryﬁ‘}olgé/ édn%%@d's F Brmula

I, Wh@ﬁﬂﬁkepphahdybp@mn@kﬂ@kﬁﬁkph&gyhngmnnbi|n 3-yl)-2,2,
2-trifluoro-ethanone;

6- | - 4- ph
(SRt R e Y ARRyh P ey iy - & phen
[4} B-Cl3ofa- ph&d‘j’i/)#hmaﬁbylfﬁﬂrrﬂﬂolrdmnﬂlon-thﬁnolmﬁ-yl phenyl methanone.

(4 met hanesul f onyl - phenyl) -2-met hyl qui nolin- 3-yl]

[’Jgh %gcgrra r&x‘#ﬁonl%d %Qgggs’r %flfordnula II _cari '5) IEar(lu a?tflﬂec()irb thle;]e
fOmeg@rmththéquwnmhon’pOBnms]mg the step of reacting a compound of
ﬁ) I%Itrlfluoro et hanone;

Eh Trifluoro-I-[6-iodo-4-(4-nmethanesul fonyl - phenyl)
- 2-nmet hyl - qui nol i n-3-yl]- etgtanone;

(II)

with a compound of formula III

0

R2
ﬁ (I1D)

O R

wherein R! to R® are as defined in formula 1.
to give the compound of formula I;
and if desired, converting the compound of formula I obtained into a pharmaceutically

acceptable acid addition salt.

The afore-mentioned compounds of formula I can also be manufactured in
accordance with the invention by the following variant process comprising the step of

reacting a compound of formula IV
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2,2,2-Trifluoro- 1-
[ 6- (4- hydr oxy- 4-net hyl - pi peridin-|-yl)-4-(4-nmnmethanesu
wo cowglogieqyl ) - 2-rnet hyl - qui nol i n-3-yl] -et hanPCEEP2005/011403
2,2,2-Trifluoro-1-[4-(4-nethg Eesulfonyl phenyl ) -6-(4-m
ethox7 pi peridin-1-yl)-2- met qui nol i n-3-yl]
- et hanone;
| -[6-(3,3-Difluoro- plper|c n I-yI) 4- (4- met hanesul f ony
| - phenyl ) - 2- met hyl - qui noA
-2,2,2-trifluoro-ethanong; j
2,2,2-Trif|uoro-|-[4-(4- aDesquon¥ phenyl)-2-meth
- 6- (8- oxa- 3-azabi 1]octQ )yl)
-quinolin-3-yl] -eth ot her preferred
conmpounds of the i pueRtr® 1t hose conpounds of
formula I, wherein R2 is 3 cycl oal kyl, for exanple
witihe cérﬂﬂ)olﬁi’ﬂ MFormula V
conpounds: [ 6- Br ono- 4- (4- nethanesulfonyl phenyl)-2-meth
yl -quinolin-3-yl]-q CIRELOQMRnEth one;
Cyclopropyl [ 4- (4- met hanedul f onyl enyl ) - 2- net hyl -
or phol i n- 4-yl - qui nol i n- I“-S/I] - net hanone; Cycl opropyl -

to%lvel(tﬁ'e comn%ane é#gf%ﬁf,%aahohenw ) - 2-met hyl - 6- pi peridin-

et hanone;

[(6 Brono 2- et hyl - 4- phenyl géui nol i n- 3-yl ) -cycl opropyl
- met hanone; 3
[ 6- Brono- 4- (4-f 1 uoro- phen
ycl opropyl - net hanone;_s
Cycl opropyl - (2- nethyﬁ=4 phenyl -
i n-3-yl)-met hanoneg’-é R®
Cycl opropyl - ( 2- nethyl-: I|n 4-yl - 4- phenyl - qui no
I n-3-yl)-nmet hanone. [ eﬂlpreferred conpounds of
the invention are those caonmpounds of fornmula I,

whieind o R® e asieRped ndeimdaGnpl e t he ol | owi ng

QMR Sonverting the compound of formula Ia obtamed 1nto a pharmaceutlcally
- Br ono- 2- met hyl - 4- phenyl - qui nol j n- 3-y ? uTefha
aceenieble aghd addition salt. It is undérstood that the compounds of formula Ia
co[rrAé n}ﬁ(ﬁld%ltﬁé S5 RPEMYds)of Fr ARt h et RT ik URROTPBINAGYmA R NSe as
] - phenyl - met hanone. The af ore-nenti oned

dﬁﬁ@ﬁbﬁwﬁ@§n6$1fornula | can be manufactured by the

follow ng process of the invention conprising the step

of T@ﬁ&érﬂ%n&l&)@m%ﬁﬁs&f cfoﬁ{ﬂ&hlnﬂ JfforhdIN] 8r BOWREHHREL it is

of formula I'll wherein Rl are as defined in
plﬁmrﬁdmc&ordmgf(b%abévecmme@rﬁéduﬁa%éﬁs formula I;

}%ethyl-quinolin-B-yl]-c

%

piperidin-l-yl-quino

In the following the preparation of compounds of formula I is described in more

detail:

In schemes 1 and 2 are described processes for preparation of compound of

formulalor Ia.

The preparation of compounds of formula I are further described in detail in

working examples 1 - 46.
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and if desired, converting the conmpound of fornula I

obtai ned into a pharmaceutically acceptable acid
w@esviasame sal t. The af ore-nenti oned conpounds BET/EP2005/011403

formula | can al so be manufactured in accordance wth

the invention by the follow ng variant process

conprising the step of&%%a%ﬁﬁng a conpound of fornul a

IV th a conpound of fOrmila V to gi ve the conpound of

formul %l a; wherein Rlto R8 are as defined in fornulR

I'; and i f ygesired, converting the conmpound of for

' ed into a pharmaceutically acceptabl e aciq

gFsalt. It is undgrstood tgﬁt t he conpounds
d la correspond t conmpounds of f OrRR
N @S is - NR7R8 afd f and—R8are as defing
a_l. The invent®0nRal so enconpasses a ggrmps«nd
orfila | or la, whenever it is prepared accordi ng
to the above-nenti oned processes. In the follow ng the
prepgy ation of conmpoungig of formula | is described in
nore detail: In schenes 1 and 2 are descri bed
processes forprgp@Lakic®mfocompound of formula I or
la. The preparation of conpounds of formula | are
further described in detail in working exanples 1 -
46. Scherme 1 11 111 A) cat. (NaAud 4 2H2O Method A

% rding to the procedure devel oped by A Arcadi, M
ni., S. DG yseppe, angd F ri. P, S t 1

20?? %é&l{l%b%‘f ,Pf?%g“rf-dgﬁlﬂB%chz%p‘#gﬁ%r@' Hhiair%‘)(’gé D Giggeppe.
andl . Mdrhelll S$nlditQne-206 (2088Y thoZHatinobenzophenone II is reacted with the

tetra oroayreate(lll) dih te as catalysator..The.
LS A 2o W Eﬁﬁﬁgfhlle%@%e%%ﬁ@eﬁw%ﬁ%as ity The Eidue can
b ETEE bd coMvdhtlodal methods.

Scheme 2

B) cat. Pd,dba, CHCL,;, rac-BINAP, Cs,CO,

Method B

Following a methodology developed by J. P. Wolfe and S. L. Buchwald (J. Org.
Chem. 2000, 65, 1144-1157) tris(dibenzylideneacetone)dipalladium chloroform complex
is added to rac-2,2'-bis(diphenylphosphino)-1,1'-binaphthyl, cesium carbonate, the 2-
amino-4-bromo-benzoquinone IV, and the amine V. The residue can be purified by

conventional methods.

One part of the starting material used in the general procedures of schemes 1 and 2

is commercially available (e.g. some of the benzophenones of formula IV, all 1,3-
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B) cat. Pd2dba 3 CHO 3, rac-BINAP, Cs2CO3 Met hod B
Fol | owi ng a net hodol ogy devel oped by J. P. Wl fe and

w@200b/04Buchwal d (J. Org. Chem 2000, 65, 1144-BABEP2005/011403

tris(di benzyli deneacetone)dipgl I adi um chl or of orm
conplex is added to

dﬂ’(e%on% o% for?%uﬁzg ﬁ %1518 qn ltﬂ%&ﬁ%k BP?Oﬁan a V)b '3&%'«3 non

um car FOHD enzqu|none
COImtnelawﬂY amlabkmpn@ ofsaitartiesingissiaben bs@rprired pearding to the

ge?lQﬁY?R)tcecgﬂ@ bf fﬁ%fh%ﬁ@ for@Bfmpdahls Of fofhelagt er dudthfed hereafter in

mat e used eral ,procedure schi
SCB?%’HC 5, qraceamere i geyeﬁgam%% 18 9 81%1 C@‘bﬁ%‘ RPVEAE Suttable
E'Sﬂ@'ﬂl@x%laqf\f ofs Qi echelr&natdve id scBeshie KeUQh@§oﬁhérW18e specified,

fornul 11 nes o However
the fferpeeiadg ﬁ?l‘élPB‘ﬂré{f C{?S‘g&ﬁfﬁg‘%ﬁ@ aﬁgp?vegf: Orggo%n Starting
mat eri al can be prepargﬁbacc rding to the general
procedure of nethod C ounds of fornmula Il as
outlined hereafter in scheme 3, or according to the
general procedure of nmethod A for providing suitable
conpounds of formula IV as outline hereinabove in
scheme 1. Unless othermn:e sge0|f|ed(:the i ntermedi at'§
Rogpeounds descri bed t hep&ipRare novel™ conmpound®s

R

Sc 3 VII Wil 11 © 3, Gad—3—wertotd C Fol ng
Rpre 1e devel oped b Sugasawa, T. Toyoqg: ™ ~NH
Adachi, and K. Sasakur a, Am Chem Soc. 100, 2

4842- 4852 (1978) and inproved by A W Douglas, N L.
Abranmson, 1. N Hbupis,,ﬁﬁ Karady, A Mlina, L. C
Xavi‘dt, N. Yasuda, Tetrafiédron Lett. 35, 6807-6810
(1994), either gallium (111) chloride or alum nium
(I'1'1) chloride @QRBCIHGed, W th a chlorinated sol vent.
Aniline VI1, boron trichloride and benzonitrile VIII
N&ﬂ&ﬂﬂben added to the cold nixture The crude product

ified,b thi I
pr e%gf 3‘&%1%% pg(}ece%u oun%%e% %u ?l?sfogg{ff M Adach1, and K.
Szd;@l&frﬁ; Jbaeh. I(]heﬁheﬁ@a oo r48%r48521919é’&)5mp1 lag)rAVedtb}ﬁd\ W Dgygglas, N
%ﬁggﬁgr]ﬁajglghﬁg a§/adc PKDIQIU ﬂna, LOE 5(9\;15'}' &\]aYlas&ﬂdTetrahedron

Lett 35, 6807-6810 (1994), elther gallium (I1I) chloride or aluminium (III) chloride are
mixed with a chlorinated solvent. Aniline VII, boron trichloride and benzonitrile VIII are
then added to the cold mixture. The crude product can be purified by conventional

methods.

The preparation of compounds of formula II is further described in detail in

working examples Al to A16.

As mentioned earlier, the compounds of formula I and their pharmaceutically
acceptable addition salts possess valuable pharmacological properties. It has been found

that the compounds of the present invention have an affinity to the GABAg receptor.
The compounds were investigated in accordance with the tests given hereinafter.

Intracellular Ca*" mobilization assay

The Chinese Hamster Ovary (CHO) cells stably expressing human GABAgR1aR2a
and Ga16 were seeded at 5x10* cells/well in the poly-D-lysine treated, 96-well,
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acceptabl e addition salts possess val uabl e

phar macol ogi cal properties. It has been found that the
w@ovpousides of the present invention have an af PCTEP200%/G11403

the GABAB receptor. The conpgynds were investigated in

accordance with the tests given hereinafter.

blalgg}cfeqp %{&%1%& p%%wg c&eﬁ%&é o RayATha }Q&té&l EHE cells were

S sta y expressi n unan
loaGaBABRIO rama 3wl P(M\E@rlé‘l gectoaanethyl pOA-agapg Nowel1#202,

M&chJlﬁq)rep%sy Eg'%én)és(b]?)el l%%cghgguffglﬁ('lwﬁbéS Qg%ﬁﬁ/ IX]EPES 2, é&}j

I OSCI ences

Pr(ilﬁlenhaﬂbﬂ'&nkSthei $adt Sdvigoth (ABSY (1&%) (wa}ﬂng @tl48%e)49) and

it L AESLEEVR s B BR o AL B8Ny,

Pr()benHB8$25(Qﬁle(lvhtl&IEEE~Bz P3761)rdsEraoh Sigee Hmchsmwland The cells

We?eiw% ngigr% ?iglea %&E&%@ %ﬂ?s%) {ér?xg\?g)e 6%955?63%81 glg‘% ellular calc1um

mcphjhxalmasekd:afzf oweﬂe maamre@ esing @afﬁthcsbmﬂtnc@nagiag&ﬁan &gacttr (FLIPR
velgle o MR el LR e PR e BT
PHaﬁﬁﬁhdhglI&,lf f er t o renove excess dye and intracellular
C bi i zation, 2+ 1 we sured_usin
135 S R R e PR emiEh S PR RS Bl P oana. For
GARN Bm&&ssab/ﬁ&drmeﬂ?ﬁltlbn I%Oms cescofiGAeRA (. eONBeAlshM) were
Phar

[, 128 -20.5 .1 9 .
ek inthe Misetes Fhd wResrT b 10 I ket 1% fmAtRls defined as
Lo%@BCgoqammmqb uMenh@ABA) / EQk, (Gm sbnd)i. ﬁ§§/g§nammum
ent nse cu
enfi RNt (e PR b NEn G e ) 6T Erch e BhER eE s g pined
fréh h@;ﬁ&ﬁfrauﬁlh&es@&%f&fgég dg théerd%ﬁtelﬂédO@lB3®.$M)[1E/@@pr_(e§BABé\of 10
+ cer alone)]. . % maxi num
o G O D A et s P Re bbb o T M s
ba€AGtbreRhaarerthwasxidel efimulesty feff@cml}lnduced by 10 uM GABA alone
enfration rveo I e er,
(corparen 1k Sl BRRR CRm A Honf Rrsierally Thedybnisddiedwitn
thy\@c[@uaﬁazwmdr (Mem@)ﬂ(nc@mwdﬂu@ )P Wik e 3L81E thethaXikBum
asal ﬂor mal i zed t the&:}g)l( mal. sti mul at {:@c
i S AL R ST g b S R IR T
nM GABA al one (considered 0% . The data were fitted

W Th {he Igadediube CYTidBikzdtdaxkssaa) / (| 1+(EC 50/ ,
[drug] )n) where Max _is_the maxi num effect, ECABAshift
concent r at i 6A1@GABAsRAgR & frlp <alhxi mum ef fect and n

the Hill sl ope. The corrpounds of formula | as well as

Exapaile Tar gy uticalty usablie acid addjtion salts can
be use%ém Cdlgl{;é:)a]rgents Q%ng EChy (uivB at of bogdECso(GABA + 10 pM
phar ma MdaABArleparat S mac L C
pr epaf ?b {Jﬂg A?B%nal e 6H,Ni $ i@‘?qg[dﬂgg@gl I‘ilSHrIeés &J}W tlfge)]
formo , coat ec

3 124 0.80 -1.20
11 65 0.80 -1.00
15 67 1.60 -1.15
19 63 0.90 -0.70

33 62 0.33 -0.90
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tabl ets, dragees, hard and soft gel ati ne capsul es,
sol utions, erul sions or suspensions. The

w@cvsiisEes at i on can, however, al so be effect edPCT/EP2005/011403
rectally, e.g. in the form qf;;suppositories,
orparenterally, e.g. in the formof injection

soutions—TFhe—conpounds—of T formula +and their
phar maceuti cal | y8usabl e aci g addi2fi on |salts can-$%
processed with pharmaceutically inert,| inorganic or

organi c excipients for the production of tablets, . .
c odthe dotrgblietisof fomagle d s walll ahidei pPhalrardendcatlypstileasid addition
act or r [ ' £ .
w25 B LA U, URLL G e 0L i e
phexsaqeireed] prepagutioherart bdddmipjstardgely cmin thefarmef ablefecoated
sules, {Suita i_Di f saof t .at i .

G253 19 LAELS, IR0 S el Bypensions. i
adsthisdatiordcdn, owevepalspdies:ffeSad teabilly, e din Piedfntm of gpppigories, or

manufacture of .sol ut.ion n ups include but are
PAffgier ]fflyr’n'etgea1 1{?‘8 st ¢hin Jeﬁé?rsg&slﬁ&gsacchar ose, invert
sugar, glucose. Suitable excipients for injection

s olmiﬁicfnqadundk offertbula land that phirmiatendicelly wableracid addition salts
al cohol s, I V2 I ' '
e e G e e

SUpposI ut® are
prbduxdtionchfteblemtcontal tarethairagneth dlidrd gelppixeepstlas. d.actose, corn
sem - i qui.d | i i d .vol.s, r ‘o
b e L PR 88 LR s e
e.& Gdrithblbiszéragées ahdbaid gebatine cupstites.ng agent s,
emul sifiers, sweeteners, colorants, flavorants, salts

for. varying th ' r ' :

O S G AR A BRSSP UL B B, s st
sobd had lighidrapeld i cal | y val uabl e subst ances. The dosage

can vary within wide limts and will, of course, b e

fit u?tdbllte%xgzih%nitsr}gi ‘Eﬁie%ﬁlufgcﬁ%!orf? 3555 drfd sgflﬁﬂ include but are not
partrcular “€ase. "1 n general, in the case or al
liraed i waten polynlsasaddiak gsedoseateugsf, ghtsost 10 to 1000 ny

per person of a conpound of general formula I should

gles%lﬂtglﬁf%%cic@é‘e ts J@%ﬂi{g&:ﬁgﬂ s APAVR M BREL e b iifniﬂé@fb water,

e excee N necessary. labl et Formulation
aléohels, polsols) gydeon)vepetebhelollgr edi ent s ng/ tabl et 5mg 25 ngy
100 ng 500 1. Conpound of formula I 5 25 100 500

Suitable excipients for suppositories include but are not limited to natural or

hardened oils, waxes, fats, semi-liquid or liquid polyols.

Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

other therapeutically valuable substances.

The dosage can vary within wide limits and will, of course, be fitted to the
individual requirements in each particular case. In general, in the case of oral
administration a daily dosage of about 10 to 1000 mg per person of a compound of
general formula I should be appropriate, although the above upper limit can also be

exceeded when necessary.
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2.

wok@nessilwm Stearate 1 1 1 1 Total

Lact ose Anhydrous DTG 125 105 30 150 3. Sta-Rx 1500
6 6 6 30 4. Mcrocrystalline Cellulose 30 30 30 150 5.

167 167 167 BGI/EP2005/011403

Manuf acturing Procedure 1. Mx itens 1, 2, 3 and 4 and

granulate wth purified water.

500C. 3. Pass the g

equi pnrent. 4. ‘Add |Iﬂ[§gllé Fl 519 él@&?ggﬁ% nut es;

conpress on a suitable press

Itdnmdngdilientss ngy/ capsul e

2. Dry the granul es at

[1ing

Ca sule Formul ation Item
t 100 ng 500 1.

Compound of fornula | 5 25 %Qg%SOO 25 dr Qy§ nkeACt 05 mg

159 123 148 - 3. Corn Starc

10 25 5. Magnesium Stearate 1 2 2 5 Tot al

1. 60CCdvhpaifratcofUoimigla Pr ocedur e 1.

35 40 70 4. Talc 10 15

200 200 300

Mx 22ens 1,19 and 3°90n

‘gngﬁl%toggéor%)ég“)&@r 30 mtes. 2;0Add |terng 4 and;sp

mnutes. 3. Fll |ntoaSU|tabIe

3.capsarRe. IBBAVPLES Synt hesis ¢f interntdiates &f formidla

arml 30 150
1cr%Y§§lﬁg? ggl})u& S)?I - pheny?o) - phenyl%(-) nmet hanone The
5.t i tMegmesivpo Gtedratvas pr epar ed If ol | owi nfy t he gerler al 1
gdlure of method C. In a.-glass fh@sk fit{ed wthgsy

#ic stir bar, rubber septum t

Hiclknanncondenser
Manufacturing Procedure

Mix items 1, 2, 3 and 4 and granulate with purified water.

ernonet er,

100 mg 500 mg

100
148
40
10
2

500

70
25

2. Dry the granules at 50°C.
3. Pass the granules through suitable milling equipment.
4.  Additem 5 and mix for three minutes; compress on a suitable press.
Capsule Formulation
Item Ingredients mg/capsule
5mg 25 mg
1.  Compound of formulal 5 25
2. Hydrous Lactose 159 123
3. Corn Starch 25 35
4, Talc 10 15
5.  Magnesium Stearate 1 2
Total 200 200

Manufacturing Procedure

3.

Mix items 1, 2 and 3 in a suitable mixer for 30 minutes.
Add items 4 and 5 and mix for 3 minutes.

Fill into a suitable capsule.

300

600



10

15

20

25

30

ni trogen- purged bubbl er connected to a washing bottle

containing 30 % NaCH, the content of a fresh anpoul e
w@boogakdisawm (111) chloride (5 g, 29 mriol) WwaBCHEP®IS/011403

at once and then dissol ved bﬁ t he addition of

1, 2-di chl or oet hane (80 ni). Rls sol ution was cool ed

inice, then 4-tert-butyl libpgs (36 mmol ) was added

slowy while keeping the ure below 5 0C. Then

the solution was cooled to -10 OC and a fresh. 1M

sol ution of boron trlchlorlde In di hIo Pethane (27

nm.) was added vPERTAES EFS ates At {9 L ef I on

st op-cock while keeplng the t erature below 5 0C.

Finally benzonitrile was IEada@ gﬁg b4 mmol) and the

m xture was allowed to vvarmé @8 0C.. Th
Hi cknanncon&éﬁ@@ﬂov'éa%er‘i’hﬁwie e Pfgnﬁbpwglpaqogﬁ ux
condenser and the reactio Xrture was, heat

fy fn re F a% dC.In
oi IThsditle cogmopay WebBreparesl IRIGHIg HFGENERL B it ‘F §F fugHhp
a %&@ ﬂ%k‘:@t&f \%@?&Q@E@m@ﬁr bet albbef setum HBefho@ikter, Hickmann-

Istillate was cal ected) unt i the ﬁeflux te eratu o
copflersr, O pgea- REEd bl ler REPNESKS BERCH S ERE ) %

N{pIaITﬁF: cbﬁ%‘ﬁt b%é&’éﬁi—ﬂcﬁﬂé’\@fsgaﬁﬁ% ﬁpt) tﬂloh@@ (889 mmol) was added
ro

stabcembbe0diaredin b onh | aramIoEs ALYl Frg §h solution

Wies)r?o?f;e(t:l 1%_ h@ﬁ@ sl %u@l%ﬁlﬂfl@ AR mED WA Qdé«giﬁklﬁwﬁ’%ﬂé k&ping the

oronethane and wat er .
teppotitiere bekpsy iﬁ@r Tfame ehasplErrooged shyl b %Ii“f 3 fggsggﬁN solution
of{b%r tc@;{kﬁé g)ﬁ cﬁﬁ)?& _lfink ‘/(‘2711)11LZWQS e{d'&l%d F}Lhral gy'nﬁge fi-tted with a

produc anal yzed ¥ %
tefiorm siobeco Whﬂe keeping the température below -5 °C. Fmally enzor:utr ile was

d%l%a/(\?l{bl i ouncga%?é/kv)as £1{’owfédtt96v9rrﬁiﬂ8wbob TR HRRORGn-

repare y reactln

comdbmmmdpﬂaqed yrainaropa trpfjiseantlensgy anskths éﬁarqtlpp [rgxture was
hei\a]%dl ?1‘%};1'191 ]Baglégg@) W ogéifj lirl-ﬁn%frdg)@ﬁﬂh?o?ﬁbﬂ e @HflorddHethane (a

tofd? oAnd. 6Nk ofdlﬁﬁla@wmwﬂmtw)mﬁ@%?qe)reféw TEHIRSFBUISIHERA Y Was
ac etvlf:él afpe%%ng%s I:dr{tL %eﬁcfHP PAPIQ dl{h\n@z?éacﬂfﬁ Bﬂf(ﬁl@ Ws ERBEL i e and

rome | oro

hyeleobyoed ﬂwwllyev11&malt@\/(a4ﬁ gnlp)oartdrtéexph@@eéonm@ &Qr Ceﬁ@a%%ﬁé) IAjn. in
ort%ﬁlggphe}g%{}l% {a 1113”;(116 n'f}lilmfh&tkc)n t&re l\«%@ /CM\@?% )H/gﬁﬁi and 184y extracted

ept ane aceteate

witR dj@hlmmeﬂmd amcbwatenérmummgmmﬁy puvifiefly ggmgmpggraphy on
51i(}1 agr%'\/?etl}yﬁ g@éeiﬁlﬁg and tPhe ep ed FéOduCt (yield 40%0) ?]nalyzed by

or orme di'chl or o-phen
Mgt )n/ﬂetZSammé{

Example A2
(2-Amino-5-bromo-phenyl)-(4-fluoro-phenyl)-methanone
The title compound was prepared by reacting 4-bromoaniline and 4—methylsulfonyl
benzonitrile following to the procedure of example A1. Yield 37%; MS: m/z = 294 (M).
Example A3
(2-Amino-5-trifluoromethoxy-phenyl)-(4-chloro-phenyl)-methanone

The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 4-

chloro benzonitrile following to the procedure of example A1, except that _Aluminium
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The title conpound was prepared by reacting

4-(trifluoronethoxy) aniline and 3,4- dichloro
whewsossitesil e following to the procedure of exBOPER20A3011403

except that the reaction ting,was 16h. Yield 15% M5

mz = 408 (MrOAc). Exanple A

2 } Q- 5- = (4~
(O B B A CRE Rl i DL BURPAC RLRBROLEL) v
usett foi érochy amiafogrephanticld B:;ME myerzddi @4)-1 e f ol | owi ng

to the procedure of exanple A3, except that the

reaction tinme was 14h an j ent of heptane/
et hyl acet eat e was used fgﬁrxg{r%(ge%g%r omat ography. Yield

38% r: g N X = . - - -

(2- il g B p TR g phemyl methanone

The title conpound is known from FR 7666 and was _|

pr dirartitld compoead wiangreparedthyirpactiog 4riduifesrpmeriviyJapdingrgd 3.4-

-hen RS I j r f :
iRt B0 B AL B1d 0RO EHIMIEAT, AEHATRY fYeaction
tine¢ Wyd BbeVekt B9%6:;9v18) mivas 408 @d+Odvc)t he chr omat ogr aphy.

Yield 40%9 MS: mz = 282 (MtH). Exanple Kl

(2- Am no-5-trifluoromet hgxys: 0yl ) - (3-chl oro- phenyl ) -

nmet hanone The titl e conpound was prepared by reacting

4-(trifl yororet A L1 e an - _

chl oro-b néglﬁ ?&{fl)eé}l?%{]kiémg@?% l%h ep}begl g%:)ergatrhgnoor%e

exanple Al. Yield 19% MS:. mz = 315 (M. Exanple A8

( 2-Theititls-compoihdl wos praperdddwyregshias phenaxyandingorg ApHéenp
bel‘x%d hg]fm@%ﬁ-%%hé fdc@d&%%@@)‘f%ﬂﬂ@@§ BLERFREAhD¥action time was

- pfrenoxy -

reacting ni I'ine and met hoxy benzonitrile.
l4hehHewgradjerttof hepape obatigeteate rapyssdioethaichrasniegsaphn Jield 38%;

he, re hqht i me was19h and a gradi ent of '
Mg'erg{éﬁgﬁeilﬁﬁ{gicet eate was used fgor t he chronmat ogr aphy.

Yield 19% Ms: mz 312 (MtH). Exanple A9

(2- Ami no-5-trifl uoronmet hdapmitedg| ) - (4-f | uor o- phenyl ) -

nmet hanone The title conpound was prepared by reacting

4- (trifl uGrbmitchastsifluarinethexyaplengl)-phenyl-methanone

The title compound is known from FR 7666 and was prepared by reacting 4-
(triffuoromethoxy)aniline and benzonitrile following to the procedure of example Al,
except that the reaction time was 16h and heptane/ethylaceteate (5:1) was used for the
chromatography. Yield 40%; MS: m/z = 282 (M+H).

Example A7
(2-Amino-5-trifluoromethoxy-phenyl)-(3-chloro-phenyl)-methanone

The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 3-
chloro-benzonitrile following to the procedure of example Al. Yield 19%; MS: m/z = 315
(M).

Example A8
(2-Amino-5-trifluoromethoxy-phenyl)-(4-methoxy-phenyl)-methanone

The title compound was prepared by reacting 4-phenoxyaniline and 4-methoxy

benzonitrile following to the procedure of example A1, except that the reaction time was



f hi orobenzonitrile following to the procedure of
exanple Al. Yield 26% Ms: mz = 299 (h@. Exanple Al O
W@ 2o0sMas1ae 2, 2- di f | uor o- benzo[ |, 3] di oxol - 5-yl ) - pCIERP10051€11403
t hanone The title conmpound mgﬁ)prepared by reacting
2, 2-di fl uor o- 5- am nobenzodi oxol e and benzonitrile

1 9k§| L9, V%chergboé thhlﬁ%_ %%9?‘37%‘[%2&9 fva€ é\%{am)lethAlcth{a?J) Q‘aﬂ'h; Yield 19%;

N@QﬁMwthb@ﬂ+E®1fluoronethoxy phenyl) (3-trifluoronetho
xy- phenyl ) - met hanone The title conpound was prepared

by reacting 4-(trif|uorom?ggﬁ% % ganiline and 3-

(trifluoromethoxy)benzonitri ollowing to the

pr Oce%J tA%fgg Seéﬁmg)lrgm/'\{hoxy 'pﬁLrgyl)z ?Af/ udf3- pﬂgnﬁ) ndfizad -

(2 Anlno 5-trifl uoronet hoxy-phenyl)- (3, 4-difl uoro-phen

y| ) Theetitheoormuiidavasipr¢rarabhipearidigdadrifnetsaredipxs)eniline and 4-
ﬂu&??l?éﬂz‘gg rzh'e %ﬁdv{lhg ?c; %&P%M)e Cﬁ:%lﬁ(&llﬁl Aain%efﬂ A), 1\61 :m/z = 299

UGT obenzon omng to t e procedu
(Mxanple Al. Yield 36% M. mlz = 317 (M. Exanple Al 3
(2- Ami no-5-trifl uoronet hoxy-phenyl) - (4-met hanesul f onyl
- phenyl ) - net hanone The ti ofRpPund was prepared by
reacting 4- (trlfluoronetﬁ%%%f&énlllne and 4-

met hyl syl f o 3 gﬁ“ge

of exaz‘g %‘%ﬂﬁﬁg’ E}P/h??\%@ #T%mr—]ﬁglgg)h% .r%(tgrrp e A

( 2-Tind e ®orpduinidivess prentanekr tsheting 2 2-(dluorerdragninobgsizagioxole
DA T IRPIRLTIE LI S ComAVd. Yag BSPoReR b 2
(MeOidoxybenzonitrile following to the procedure of

exanple Al. Yield 19% Ms: nmlz = 329 (M. Exanple Al 5

(2-Anino-5-bronn-pheny|)1&éﬁﬁﬁ;gﬁmesulfonyl-phenyl)-ne
t hanone

(2-Amino-5-trifluoromethoxy-phenyl)-(3-trifluoromethoxy-phenyl)-methanone

The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 3-
(trifluoromethoxy)benzonitrile following to the procedure of example Al. Yield 29%;
MS: m/z = 365 (M).

Example A12
(2-Amino-5-trifluoromethoxy-phenyl)-(3,4-difluoro-phenyl)-methanone

The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 3,4-
difluorobenzonitrile following to the procedure of example Al. Yield 36%; MS: m/z =
317 (M).

Example A13
(2-Amino-5-trifluoromethoxy-phenyl)-(4-methanesulfonyl-phenyl)-methanone
The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 4-

methyléulfonylbenzonitrﬂe following to the procedure of example Al. Yield 71%; MS:
m/z = 359 (M).
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The title conpound was prepared by reacting
4- bronovani I i ne and 4- net hyl sul fonyl benzonitrile

WO eiobovdimg to the procedure of exanple Al . Yi ePdI/BRH5/011403
MS: mlz = 355 (M+H). Exanple 6
( 2- Ani no- 5- br ono- phenyl ) - pheniyl - met hanone The title
conmpound i s known froan% %%@g 47536 Al and was
prepared according to a e eveIoped by D. Roche,

(G Re38 S oflye Rk bordntyn A AR R AN hugpanone

15
R bar%é#tnr%é% i ooy e and 3
methbxaieyirdtre (cﬂ]&gvmgﬂﬁimptqceénd ofevroriple il rfﬁlelyltl&ﬁ(r MS: m/z =
32Pgbbahydrate (1.5g) were added and stirring continued
3 hours at 00C. The dense yell ow precipitate which
formed was diluted with ice water (3001L) and then
filtered off and washed Wixtmpledd5wat er and dried. One
obtained 40.3 g (96% of a yellowsolid. Ms. mz = 276
(M . Bxdmphe-58bromo-phenyl)-(4-methanesulfonyl-phenyl)-methanone
(2- Ami no- 5-i odo- phenyl ) - (4- met hanesul f onyl - phenyl)) - met
harBreetitirentiouind wasmperme] Wasaginggabreandanilinsaetidng
| 0
o By RN PR AR (lonBRE LS B RMRERR iy Bl Log M
miS: 359 @M=H402 (M + H). Synthesis of conpounds of
fornmula | according to the invention Exanple 1
| - (6- Brono- 2- et hyl - 4- pheqgyl = djdi (@l i n-3-yl) - propan-1-on
e The title conpound was prepared according to the
general proc T
(2- Am no- 5- bﬁo#%ﬁgﬁgngﬁ§98%héll Ege-%ﬁgﬁgmugianple

Al6] (on 0.1 - 1 g scale)and 3, 5- hept anedi one (1
equl'v tithrrg narsutingiis keownERITOYH 204022 %rﬁl)ar@rwas@maéed

ac%grd%% oea%e bd‘ﬁ%@&o%&ﬂ;ﬁ R&h %}:Aéﬁh OnRé}andy Blacklock,

er nitr n et an i wsol uti on of

T¢t@shedrion é£t5~4lir 0A3- mfér(ylo()&) phénynobﬁ@tzﬁnlmwey (Wgdl Peamok avas
suagend%éhn ac-Egg fl{] 8"1‘9661813) @'ofgséﬂlfrg b\P%ﬁ (22@% al%?ﬁ‘uﬁcﬁ) sochum

e resi I’THt ogr ap
pesrbblraceategelhydrmte 2% éﬁzwntr@l)rwud aace@muen elybdyte terraéwdrate (.58)

webe aBed A stlrrlgg ot MuedFEPSRAfEs 2t 0°C. The dense yellow precipitate which

formed was diluted with ice water (300mL) and then filtered off and washed with ice
water and dried. One obtained 40.3 g (96%) of a yellow solid. MS: m/z = 276 (M).
Example A17
(2-Amino-5-iodo-phenyl)-(4-methanesulfonyl-phenyl)-methanone

The title compound was prepared by reacting 4-iodoaniline and 4-
methylsulfonylbenzonitrile following to the procedure of example Al. Yield 31 %; MS:
m/z =402 M + H).

Synthesis of compounds of formula I according to the invention

Example 1
1-(6-Bromo-2-ethyl-4-phenyl-quinolin-3-yl)-propan-1-one

The title compound was prepared according to the general procedure of method A.

The (2-Amino-5-bromo-phenyl)-phenyl-methanone [example A16] (on 0.1 -1 g scale)
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(6- Brono- 2- net hyl - 4- phenyl - qui nol i n- 3-yl ) - phenyl - net ha
none The title conpound was prepared from

W@ 200600481@6 5- br onp- phenyl ) - phenyl met hanone [ exaP@i/EPWaE)11403
and | - phenyl -1, 3-but anedi one, ,.except that the residue
was purified by spontaneous crystallization fromthe

arlE2E 00 gﬂiértlelt‘l{ 1% eqﬂi\%l A sgdi%lrr%et%ﬂofHaﬁreﬁteéﬁg) c(iM*d_&te (0.025
airrph 3
edui()6wBe berteRinrmetrdlel inda dvleyydarauselnoldennrogen) irpethanol (10 % w/w-
strif - '
] L RGEL ERRSHEAR L SRR, NP SR 2 e
reAttid] mamarelwds evaporated todyndss 4ng et rasidué pureficalduyostapmgtography
ta,.th d . t\fhat, h /
B N e LS
392/ 394 . EX le 4
| - (6-Br om 2-1i sggﬁt §I - 4- plEsaypledui nol i n- 3-yl ) - et hanone

The tit co und repared (fr

(2 A b BERPB RS RS Folbt R borhsy besttinensia o
and 6-net hyl - 2, 4- hept anedi one according to the

pThe tteiccenpduneleasirepated Yol (@:ArBide-5WMBomodphenyl3§he ) .

ampl e, 5 . )
e iR SRamBle kP A Tarsh 2 B aRs R SXgfEF thi tasfepjdg wes
puutifed by spoetafibeustdrydtalizan dondtheasaquioe paixede. fifield 61 %; MS: m/z

:%ﬁaw%@- 5- br}om)- phenyl ) - phenyl met hanone [exanpl e Al6]

d‘6-'net hyl -2, 4- hept anedi one according to the
procedure of exanple 1. Yield: 55 % MS: mz = 381
(M. Exanple 6 Example 3

o o1 hURBHEa r YL ZBAR0 S e S P (ahobh®

(2- Am no- 5- br ono- phenyl ) - phenyl net hanone [ exanpl e AlG]
andThe fiddidmhparobestprbptet hoe (detminti-Bpremnotghenyl)-phenyl-

ocedure of. e I : ept that .t he.residue.was
AT R B RO g TRC 2 PR B e CiyD the
piictduld epeang/el hettepdedt atgtaf Sethyl Meeka(1035wis ubds. Yield 50 %;
= 377 ( le 7
Ms: Pﬂz(:é%lg%?@ghenyl )-2-nmet hyl -6-trirl uoronmet hoxy- qui
nol i n- 3-yl ] - et hanone
Example 4

1-(6-Bromo-2-isobutyl-4-phenyl-quinolin-3-yl)-ethanone

The title compound was prepared from (2-Amino-5-bromo-phenyl)-phenyl-
methanone [example A16] and 6-methyl-2,4-heptanedione according to the procedure of
example 1. Yield: 9 %. MS: m/z = 381 (M).

Example 5
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-3-methyl-butan-1-one

The title compound was prepared from (2-Amino-5-bromo-phenyl)-phenyl-
methanone [example A16] and 6-methyl-2,4-heptanedione according to the procedure of
example 1. Yield: 55 %. MS: m/z = 381 (M).

Example 6
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-y1)-2,2-difluoro-ethanone
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The title conpound was prepared from
(2- Ami no-5-trifluoronet hoxy-phenyl)-(4-

weblosesiphenyl ) - net hanone [ exanpl e A3] and PCT/EP2005/011403
acetyl acet one according to _tyie nethod of exanple 1,
except that heptane/ethyl acetate (1 2) was used.

T?’G%E : I%%Eul s;p%lze]yaﬁregﬁ%ﬁ& QQ fA qui ﬂlﬁg%spkﬁ )ZP hen}ﬁ—

methalmn@;{)acramﬁle AhE] aktuel, iﬂdtﬂwrwﬁty@mf@nmgo RPETY Pfrpéﬁdure of

br no- phen
e TR AP e ERERY, R AROR S LA B Bl
witleépto/ colfiyl axaanpl(8: 11 Yiebk 66 6. Nfrat/zt=h877 @8kt i on tine was
of 96h and the residue was purified by chromatography

on am nated silica gel w tane/ ethyl acetate
(85:15). "Yield: 46% I\/\g&%?é!g? 395/397 (M. Exanple 9

| 1 4{4-BhlbrBiptlehl) @~ mbthiyyb-Yrifuomeisthe 8- quindlinrdmetimmope

-qui nolin-3-yl]-ethanone The title conpound was

Rk e e e
chlc&@%ih)éhﬁﬁﬁieﬂl]ﬁ)ﬁm&@({@iaﬁhpigAﬁ ]oartdmetykich@de afcokagtsl &relmethod of

exaexfe t)%c%gtatﬁiliaﬁ{) t arpe?@\glt%g«%{c%te?g%i%t ? ﬂge%i ‘f?lgld. %{ 1 @ol. %851%//2 379

(M)Y.4- Chl or o- phenyl ) - 2- met hyl - 6- phenoxy- qui nol i n-3-yl ]
-et hanone The title conmpound was prepared from
(2- Am no- 5- phenoxy- phenyEég @4 -«chl orophenyl ) -
nmet hanone [exanpl e A5] an etyl acetone according to

t he1-(@Btdrae-20koEeopiipt-phdnyl-epiepin-$-ybt2-ilthyb-pkopem - lvers
|sopr opanol, the reaction tine was of 16.5h and the

R G R T

meﬂﬂho@{@f@hﬁe 116] and 2,6-dimethyl-3,5- heptanechone accordmg to the method

Trif | - (2-
o e SO R O AL Mo
chr@frﬁﬂ)%fa@ﬁyﬁ)h@ﬁﬁlﬁat-e&@ihﬁ@ g i thi Help tooe Gtiest] h@k’ayte ﬁﬂ‘ﬁel@l Yield: 46%.

phenyl ne [exanple A6] and

MSFH}/Z”FS’??/?%? ﬁ@?o 2, 4- pent anedi one according to the
procedure of exanple 1, except that the reaction tine
was of 44h and hept ane/ @ixhwyiple 9

1-[4-(3,4-Dichloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-ethanone

The title compound was prepared from (2-Amino-5-trifluoromethoxy-phenyl)-
(3,4-dichloro-phenyl)-methanone [example A4] and acetylacetone accordimng to the
method of example 1, except that heptane/ethyl acetate (1:2). Yield: 59%. MS: m/z = 414
(M).

Example 10
1-[4-(4-Chloro-phenyl)-2-methyl-6-phenoxy-quinolin-3-yl]-ethanone

The title compound was prepared from (2-Amino-5-phenoxy-phenyl)-(4-chloro-
phenyl)-methanone [example A5] and acetylacetone according to the method of example
1, except that the solvent was isopropanol, the reaction time was of 16.5h and the residue
was purified by spontaneous crystallization from the reaction mixture. Yiel d: 42 %; MS:
m/z =387 (M).



10

15

20

25

30

acetate (10:1) was used. Yield: 63 % Ms: nmz = 399
(M. Exanple 12 1- [4-

W@ 0clksan©- phenyl ) - 2- net hyl - 6-tri fl uor omet hoxyPQUEP2ZOD$/011403
-3-yl] -2,2,2-trif|uoroethanog;_The title conpound was
prepared from (2- Ammo-5-tri f[ Gor omet hoxy- phenyl ) - ( 3-
chl or o- phenyl ) - met hanone exaqghﬁ A7] and
[,I,I-trifluoro-2,4-penta SHBe according to the
P2 0eTHifl e rof 1 - ¢ afetye-41phetyc eptifl i bumin dthexysqlineaini-3wh)sethanone
i sopropanol, the reaction tine was of 6Ch and

. 1 . 0, .
PﬂeFZJIFEQ tit{l)ﬁggc?%og v \g{%;ﬁerééa%gg %ro%—x%%%—leriﬁlllcgforr?e%no{?y—pl\ﬁhyl)-
plhhryl-Zrefitinone { @aaipld A6 Paret, hyltrifubro-2 hiyenamediboxyecqrdingto the
Iin-3-yb;-ggﬁ$ | - met h none The title co ung%§@ Jethyl

PISCEHF QORI Lo EALDE FoRF Qo R By PEa P el

a&dte (10:1)ReR Yikdd. YRl dra3oneMb exanpBeo A). and
benzoyl acet one according to the procedure of exanple
1, except that the solvent, was. i.sopropanol, and
hept ane/ et hyl acetate (1: fmﬁﬁklésed. Yield: 57 % Ms:

N [z-3-dddrd-MhenyE2md iRyl trifluoromethoxy-quinolin-3-yl]-2,2,2-trifluoro-

| - i?(4-Chlg%ojgﬁenyf§¥2-ne hyI-6-tf?f uoroneghoxy-qu

noHn-3-yl]1-2,2,2-trifl uor oBt’A8Mne The title conpound

was prepared from

(2- ARk A &ﬁ?bﬁﬁ&ﬂﬁ%ﬁﬁ@%ﬁ‘oﬁh(@nﬁhﬁncﬁé=triﬂuoromethoxy—phenyl)~(3~

chl or o- phenyl) - met anonﬁ [jxagple ASé anq .
chloro-pheny) It pthagone lexpeRlcad dPerel HECHIUP Tt Peptppsstione
aROPERE e %Eo&ﬂ@f%f%x&mpl@&? eRkpt dhat the REvER WEe op¥@Rinol, the

i sopr gpanol’,

the reaction tine was_of 16h

re3epen B MR Of 6Q %‘%‘ﬁlﬁ@t‘{f!ﬁ/ @2]513’1\%5%?3’&94%85 W 1&63%9151: 9% RIS m/z =
4@@1\@ 433 (M. Exanple 15 1-

[4-(3-Chl oro-phenyl)-2-nmethyl-6-trifl uoronmethoxy-qui no
lin-3-yl] -ethanoneThe title cpnpound was prepared

from (2-Anino-5-trifl uor onSERBE phenyl ) - (3-
Flhd3OCHbe]?Hé’ﬂ5)l)—Qﬁﬁ&ﬁﬂ%’-ﬁiﬁ@i’@ﬁﬁﬂﬂ)xﬁﬂuiﬁ&ﬂl—3—yl] -phenyl-methanone
acetyl acetone according to the procedure of exanple 1,

except that the sol vent mg% i sppr opanal ,. _and
heptaptiflecappoapdasprepared from %énug%-é.-tﬂﬂil@roaiﬂeté%xwhenYD-<3'

o—?ﬁ&yﬁ-&%&aﬁ%@exal@ﬁm]eﬁna@ edzoylacetone accordin% to the procedure

2,2-Trifl'uoro-|-[4-(4-nmethoxy-phen I)}ﬁinethyl- -tri
of eagide héxsery thatdng Wl\@nywﬁis_ isopropanol, and heptane/ethyl acetate (1:2) was

used. Yield: 57 %; MS: m/z = 441 (M).

C

Example 14
1-[4-(4-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-2,2,2-trifluoro-

ethanone

The title compound was prepared from (2-Amino-5-trifluoromethoxy-phenyl)-(4-
chloro-phenyl)-methanone [example A3] and 1,1,1-trifluoro-2,4-pentanedione
according to the procedure of example 1, except that the solvent was isopropanol, the
reaction time was of 16h and heptane/ethyl acetate (1:2) was used. Yield: 34 %; MS: m/z =
433 (M).

Example 15
1-[4-(3-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-ethanone
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et hanone The title compound was prepared from
(2~Am no-5-trifluoronet hoxy-phenyl)-(4-

woreiohosi4phenyl ) - met hanone [exanpl e A8] and  PCT/EP2005/011403
[,1,1-trifluoro-2, 4- pentanedlgpe according to the
procedure of exanple 1, except that the solvent was

M P Y W—
cHISrpheia) - rﬁéthaﬂ@@e [eMmplEXaiphdacklae@in2-adadr flingado the procedure

| uor o
of caipelely FXGPL T TP B WS PERRREh R BegiPRe/sthel fegidind 12) wes
usbReYHeldt b2y oapeynd- ygIMpFigpar ed from
(2- Ami no-5-trifluoromnethoxy-phenyl) - (4-
fl uor o- phenyl ) - net hanone hex%gglg A9] and
|,1,1-trifluoro-2, 4- pent at® according to the

21, 206 8o-0f [4eanBihexi-pheytepindindis-trifticsohv ety yasaolin-3-y1]-

|sopropanol the reaction thne was of 16h and
heptane/ethyl acetate (1: 5MRCysed. Yield: 96 % MB:
n z 4 17 (M. Exanple 18

| - (@‘hé €114 cBEp Nl PwaBiBydredt PRENYA mais-patifl fordmudthoxd; }_é‘:hﬂnyl) -(4-

-trifl. uoro-et ne The itle und
et CAPAT e Borcart oAbtk b L BT hATHEHORG e
adBXAAPt ALk }oéﬂdré oflexhmpleilf éﬁd@tQh& the Elﬁ{fdna Radisoppanol, the

accordi ng ocedyre of exa exce
TqRREOTs BING e ot&é%h m%@gréﬁg of h@ﬂ@ﬂ%ﬁ% PG 1V uﬁﬁégﬁof’#d 58 %;
Nﬁﬁgﬂgnqzbepgane/ethyl acet at e (1:2) was used. Yield:
7 % Ms: mz = 372 (MI-H. Exanple 19
1 (2, 2-Di fl uoro-6-net hyl - % phenyl - [1, 3] di oxol o
[4 5-g] quinolin- 7-yl)-2F3mPEt /i fi uor oet hanone The

3 b e FREPEY - Merdudb SRABY 2 frh @RY1-6-trifluoromethoxy-quinolin-3-yl] -
( Anf no- 2, qulfluoro%%gﬁgg 3?§|o£5|- R

5-yl) - phenyl - met hanone [ ex QP@M(] and
l,1,1-trifluoro-2, 4-pentanedi one accordi ngto the

P ro qﬁg Hae&h %mlaﬁpr%par@d( &6R1 (2L RAfind- Bﬁtnﬁﬁbﬂéﬁﬂéth&i@sphenyl) (4-
i sopr opanol the reaction tine

finepst-Bhesy B ngthagert kexample:A9) apgds 1ds€beu0W é}%Peréenﬁ%o%accordmg
t(P( P %&%ﬁréd\ﬁ%@m Exla @iﬂeﬁt t%@t the solvent Was isopropanol, the reaction time

0- pheny ; % 6-trifluoronethox y
wagaf Hbl and-tepiareleshy aQﬂt%tPi( Z)lwfsdeﬁ g oM m/e= 4 17 (M).
compound was prepared from
(2-Am no-5-trifl uoromet hoxyaRprnyg! ) -
(3 4-di fiuoro-phenyl)-nmet hanone [exa

. L-(6-tertBusyler- meqhy@ém}gﬁgldqlgﬁ@hn— - HPZ% 2- tr1£§uoro ethamone

The title compound was prepared from (2-Amino-5-tert-butyl-phenyl)~phenyl-
methanone [example Al] and 1,1,1-trifluoro-2,4~pentanedione according to the
procedure of example 1, except that the solvent was isopropanol, the reaction time was of
16h and heptane/ethyl acetate (1:2) was used. Yield: 37 %; MS: m/z = 372 (M—+H).

Example 19
1-(2,2-Difluoro-6-methyl-8-phenyl-[1,3]dioxolo[4,5-g] quinolin-7-y1)-2,2,2 ~trifluoro-

ethanone

The title compound was prepared from (6-Amino-2,2-difluoro-benzo[1,3]dioxol-
5-yl)-phenyl-methanone [example A10] and 1,1,1-trifluoro-2,4-pentanedione according
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according to the procedure of exanple 1, except that

the sol vent was isopropanol, the reaction tinme was of
wdagheassishept ane/ ethyl acetate (1:2) was usedPCIVER1003/011403

36 % Ms: mz = 435 (M. Exapple 21

2,2,2-Trifluoro-1-[4-(4-methanesul fonyl - phenyl) - 2- et h

to ¥}ietp]§8ct:er gl%gﬁeﬁ%%e\}%@f) )&&E{ {1]19{ ‘Eh;% sol%elw xlfas 1&)&3‘9@;5‘&!@)@ th&ea ction time

ared
wals 2f PoHi et Feptan df ethyiraocteltlﬁbié}/WM@&@yll Yield30 %; MS: m/z = 396 (M+H).
met hanesul f onyl - phenyl) - nethanone [ exanmpl e A13] and
1,1,1 -trifluoro-2,4- pertgpeglane according to the
procedure of exanple 1, exce t ?ﬁat t he sol vent _was
1-{5 @y-OnAnalo- plidmgl) Jractlybs-tiflreromethety-qemoind-Hégtagerifluoro-

?R;ylEigﬁ;?gezgl 2) was us anoX'eld 45 % NMs: mlz 477

2,2,2-Trifluoro-1-[4-(3-fluoro-4- nethoxy-phenyl) 2-rne
thmeﬁﬂkkbhﬁummﬂnns@hqmy@dhnnKzﬂhn@myip11gﬁﬁgwaﬁ§y1}kﬁnﬂ)

(3(42 1|ﬂ‘ﬁ?1i%gp T) m\ﬂﬂ'g}lg t%ar egle a?(} ,(l,i -trifluoro-2,4-pentanedione
aca&tdh%ftt@rﬂld% | ﬁﬁyﬂu@m Wh)e%mﬁmm mlmt[tm@mnewmmppr@mnol the
rebq,t@@é;%q: wagp @gﬁ&lﬁgpﬁne}gﬁlggacte%ttﬁ (af’fcsﬁ sqfs%?yé%tdt i\}gé) MS:m/z =

4355@propanol, the reaction tine was of 16h and heptane/
ethyl acetate (1:2) was used. Yield: 62 % M5 mz =
477 (M. Exanple 23

| - [ 6- Brono- 4- (4- nethanesu?¥1ﬂ¥F phenyl ) - 2- met hyl - qui
|1 912, 3-Bhiflucdod.- 24-{4- hfethdﬁésmﬁbhﬂnpilmlyﬂ)hbm)ﬁthﬂlé @M;I&Q}?OXY -

was prepared from(2-Am henyl 4: -

net hanesul f onyl - phenywynﬁﬁfgaﬁbﬁ:a?“%énp?e)A§5] and
[,1,1-trifluoro-2, 4-pentanedi one according to the

pr OPl?éjﬂﬂﬂl@c&fl @%Iﬁiﬁ@b@r&parﬁi(ﬁémt (2t Ratind-hrérif odrpemtherysphenyl)-(4-

|
meiiages agi%aPlée O o R AT I e BB g R e
plég Eﬁréeggﬂg)aca%ﬁ folﬁthaﬁrocedure of example 1, except that the solvent was
- o- u
1sgp12)pg,120 i HhefE 8 t@qﬂx&%&ﬁggﬂﬁ@ p%lftglgé/ g%ﬁ'po Stﬁ_gﬁ u@%véﬁl Jlsed Yield:
48 éﬁ, REY: el om (M
(2- no- 5- br ono- phenyl) (4-fl uorophenyl) -

Example 22
2,2,2-Trifluoro-1- [4—(3—ﬂuoro-4—methoxy—phenyl)—2—methyl—6—triﬂuoromethoxy-
quinolin-3-yl]-ethanone

The title compound was prepared from (2-Amino-5-trifluoromethoxy-phenyl)-(4-
methanesulfonyl-phenyl)-methanone [example A14] and 1,1,1-trifluoro-2,4-
pentanedione according to the procedure of example 1, except that the solverxt was
isopropanol, the reaction time was of 16h and heptane/ ethyl acetate (1:2) was used. Yield:
62 %; MS: m/z = 477 (M).

Example 23
1-[6-Bromo-4- (4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-vl] -2,2,2 -trifluoro-

ethanone

" The title compound was prepared from (2-Amino-5-bromo-phenyl)-(4-
methanesulfonyl-phenyl)-methanone [example A15] and 1,1,1-trifluoro-2,4-



10

15

25

30

nmet hanone [exanpl e A2] and

[,1,1-trifluoro-2, 4-pentanedi one according to the
wpe@esdine of exanple 1, except that the sol vePdT/HRR05/011403

I sopropanol, the reaction tipgg _was of 16h and

heptane/ethyl acetate (1:2) was used. Yield: 80 % ME:

411/ 41 lugr Ivent
pe&ta?%l' RS ;ﬁcS(/;Pr né et%lf/ E&%er% o? gxél%\n;% g e-ﬂ:éﬂt tHRtRe solvent was
1soi;rqﬁanql,l ikieodeb dtioR-tirhd west dffdl@hraed'hhptane/ﬂhed awstaboUing) Waggised. Yield:

to the general procedure of nethod
55@&%§g %ggggﬁgghodology devel oped by J. P. Wlfe
and S. L Buchwald ( / . Og. Chem 2000, 65,
1144 1157) a screm&toppedﬁpne&sb&e resi stant gl ass

£ AT G BB R TRIRRLL 2P o tne

trls(dlbenzyl|deneacetone)d|palIadlun1chloroform
COfIIMe@ﬂe(c@n@)buﬁﬁWaQ pl;epmad-fﬂ)ni'(z -Amino-5-bromo-phenyl)-(4-fluoro-

Phamai g}fﬁg enf%xgq ?r%i%gﬂz é)rdt ]b][j % 3};%?8{17?% P n&%ng&gﬂ'gg&)ordmg to the

prﬁéeldhfeeéf e‘x@ﬂhpﬂe Inexeepethat the aoldéntgvas es@pmpa@al' e rpesionltime was of

16?‘]“{)1@ BPGRE IV hRERS (-IAZ)WéHy?d Eu?l%gp M fz_24 %1/4211% A }
| uor o- et hanone [exanple 3] ( 1 mmol), and pi peri di ne
(1.2 mmol ). The gl ass vidhmmqﬂezbvered with a

AL BT bl FRLES Y B3 g ehaRon

during 2h. The glass vial was cooled in ice before
0 pelfheﬁ:ﬁle dopoued Gtk prepatedtasea divasto dhd genech! wradedtrsof aneghod B.

nL) an tered, thr u
higa %ﬁegwéﬁtw R e e
2000 2401 44201 Eﬂ")l d s&rhﬁ—tbpﬁdd@i@ssnw ~tefsiseet glyssoted éiﬁamg eqphyed with
a rc;lggm?/q;tllc I,@%gfu}ﬁ rwag ggﬁfmébet %&3& a(? éitrg%%lean(dzlcha}gedxvlﬁll d:
tr%(d?b&zﬁﬁdénby&f&mbmﬁghaﬁm yhlofofont phaplen{d.0¥ ol hexyd,2'-

I tl
iR PO | - BRBIRES e FRAFLE BTG A Hoede
blﬁaﬂél)ﬁ Ig’ 8L Padd ﬂh@ﬂl btﬁfé@l'iﬁf m@ﬁﬁl’ﬁ)@fdrexd:ﬂiﬁg €es3im aamﬂaonate (1 4 mmol),
146~ ,“Bﬁggolz];}gren%?c 0[p gl éﬁﬂ%llir? é%%‘% E‘ﬂ}];%e%n‘gni example 3] (1
m%qo-f]' 'aﬁ!i %ﬁi’eﬁdkne( 221RiBY! Tl‘}e glblﬁﬁlﬂl Was pwrerdal widh 8 presydre-qesistant
3-yl )-ethanoneThe n?ound maslquﬁ {E% °Cd
sefl]r ﬁmﬂy leéceglb@fwgrzwn@pﬁy ﬁé\ﬁ& SUEFIREE) 4Tl ba uring

21'3 ‘Dflle giags FialBwdsdobledH Re BE@%@;{E@U&,@ Kapd @iod mBbgke was diluted with
di ne accordlng otit

hqgane\(ﬁénh argifilogred\igro pluggED (cﬂ?_tp@?tlé{ Si efnder)fg w1th heptane.
The filtrate was evaporated and the remdue purified by chromatography on silica gel in
heptane/ethyl acetate (4:1). Yield: 74 %; MS: m/z = 399 (M+H).

Example 26
2,2,2-Trifluoro-1-(2-methyl-6-morpholin-4-yl-4-phenyl-quinolin-3-yl)-ethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-
3-y1)-2,2,2-trifluoro-ethanone [example 3] and morpholine according to the procedure
of example 25. Yield: 49 %; MS: m/z = 401 (M+H).

Example 27
2,2,2-Trifluoro-1-(2-methyl-4-phenyl-6-pyrrolidin-1-yl-quinolin-3-yl)-ethanone
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Exanpl e 28
2,2,2-Trifluoro-I|-[2-nmethyl-6-(2-nmethyl-pyrrolidin-I-y

wo 2e0d0o1eqyl -qu  nolin-3-yl]- ethanone The ti tPE&I/EP2005/011403
conmpound was prepared from
I-(6 Br ono- 2- net hyl - 4- phenyl q9U| nol i n-

T
3 1>}armjzenﬂﬁoroee¢hamnet é»atnpﬂehe arrelap;trrcdndnta areondirsg tofthegocedure of
eXQmE %%&F%ﬁl L?ogr/g/%s I§7Z %*ﬁiﬁ%&%? rre?ti?ln.?lpiepérgazi n-1-yl

) - 4- phenyl - qui nol i n-3-yl]- ethanone The title conpound
was prepared from Example 28

4S5 BER R T & O S DO 4 et il 51

N- et hyl pi per azi ne accor digthariénet he procedure of
exanpl e 25, except that the reaction tinme was of 16h.

Yield .7 3 % - mz = 414 Ex le.3 SRT
o s
31%512 #2 phigayio-glbiee Bxa:ﬁnplb b} aied banaimgpyiheidin heording to the
PR PLERRL ST B ocrcn i asp. Yild: 2196, o
=39@2(M=4). f | uor o- et hanone [exanple 3] and 3-pyrroKdi nol
according to the procedure of exanple 25, except that

the reaction tine was of 16h. 1YI%|d 92 % M5 mz =
401 (M+H). Exanple 3 1 Example2

29 2, 27 Hiubld! 01 Q—ﬂletflﬁ d- B H&d{y%ypazmudymypmhﬁ-@umumw yll-
| - 4- phenyl - qui nol i n-3-yl ] - tﬁt anone The title conpound
was prepared from anone

| - (6- Brono- 2- et hyl - 4- phenyl - qui nol i n-
3-YThe ﬁﬂ@cé’m Sifd way elﬁtr&ﬁﬂr@ﬁﬁl-[ (6BasHbe-Betigihd- phenyl—qumohn-

azeti di n- according to c d rre of. exa
3982, %»%cfélélvomfsftha{lw F’éaé’&ElF 351 ‘#ﬁsﬂ\iﬁg POReTABRE 250 ng@dlg to the
%%e&@re M@ex n’iﬁ%l@ 25, ex&:pt (M- Hhe dexarg tﬁn@%a@oﬁ]ﬁﬁ Tield: F30X%PMS: m/z
hanesx fonyl - phenyl)-2-nmet |iyl-6-piper
—ﬂéﬂ I-q iin>in -3-
Example 30
2,2,2-Trifluoro-1-[6-(3-hydroxy-pyrrolidin-1-yl)-2-methyl-4-phenyl-quinolin-3-yl]-

ethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-y1)-
2,2,2-trifluoro-ethanone [example 3] and 3-pyrrolidinol according to the procedure of
example 25, except that the reaction time was of 16h. Yield: 92 %; MS: m/z = 401 (M+H).

Example 31
2,2,2-Trifluoro-1-[6-(3-hydroxy-azetidin-1-yl)-2-methyl-4-phenyl-quinolin-3-yl]-

ethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-
3-y1)-2,2,2-trifluoro-ethanone [example 3] and azetidin-3-ol according to the procedure
of example 25, except that the reaction time was of 16h. Yield: 22 %; MS: m/z = 387
(M+H).
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yl]-ethanone The title conmpound was prepared from
| -[ 6- Brono- 4- ( 4- net hanesul f onyl phenyl)

WO 20060441y6 - qui nol i n-3-yl]-2,2 2-trifl uoro-et haPONEP2005/011403
[ exanpl e 23] and pi per kdi ne aﬁ)ordlng to the procedure
ofhexanple 25, except that the reaction time was of
16h. Uield: 36 % \% Exanpl e 33
2,2,2-Trifluoro- 1- [4 " Eramé S (M ™

2,ﬁ,4='1frﬁﬂlﬂfr©=lp[1@(4£h1)et}%nﬂﬁﬂf¢ﬁ|y} Phdiyper-dttd-6-piperidin-1-yl-quino lin-3-
1-yl-quinolin-3 -y |- ethﬁngﬂe The title conmpound was
prepared from | -[ 6- Br ono- 2419%or o- phenyl ) - 2-
met hyl - qui noli n-3-yl]-2, 2, 2 trifluoro-ethanone

[ exmmhte c%4ﬂ1 And viis @eépaeédwfeo@qc - Biﬂdﬁga—thzltﬂﬁet}ﬂﬁémhcdmym

xcept .t he r actlon t|
P%ﬂ anéﬂzyl Bplp- B2 2n$ Srigy %lr)one EAR %%fn% pipericline
acg@rair?g’tgrthé bk&@@ure bf extathaple 25, except that the reaction time was of 16h. Yield:
4-f | uor o- phezéI ).-2-met hyl - 6- nor phol i n-4-yl -qui nolin-3

y5% MP: még Fgrddnblthe title conpound was prepared from
| -[6-Brono-4-(4-fiuoro-phenyl) - 2-

Fethylqu|noI|n 3-yl]-2, 2ERmhp kBBuoro ethanone

exa e 24 nd nDrpholln acco to . th ur.e
o-2ek “@r%a[’*e(f%é]é]ﬁfo"ﬁ’hs’ﬂ }ﬁén?té P ‘B’%n 3-yAl-
16h. Yield: 75 <M>; M. M @&hmdht9 (MHH) . Exanple 35
2,2,2-Trifluoro-I-[4-(4- nethanesulfonyl phenyl ) - 2 net h

yl -6-pyrroKdin-1-yl -quiinolin- - et hapone
titThe fe%quﬂavgaweﬁa?de@m]ofﬁ ¥rdmo LRS- phtkyn 2-

mleﬂlhg%ﬁrn%ﬁﬁ =yl ‘k mEM§%E&%$E pRamyle24] and piperidine according to

ui nol i n-3-yl ] 2- trlfluoro et hanone
the @méue o%eycalaala 2By Peenti thiinbe EGERHRG Wep of Heb- Yield: 84 %; IMS:

nﬁHD gedmgrpf exanple 25, except that the reaction tine
of "16h.” Yield: 51 % MS: nmlz = 463 (MtH). Exanple
36 2,2,2-Trifluoro- |
- [ 4- (4-f1 uor o- phenyl ) - 2- nE¥&yPed4pyr r oHdi n-

- ¥h 208044001 $1-Y4-Hhi6ro-phenyl)-2-methyl-6-morpholin-4-yl-quinolin-3-w1] -

ethanone

The title compound was prepared from 1-[6-Bromo-4-(4-fluoro-phenyl)-2-
methyl-quinolin-3-yl]-2,2,2-trifluoro-ethanone [example 24] and morpholine acco xding
to the procedure of example 25, except that the reaction time was of 16h. Yield: 75 o;
MS: m/z = 419 (M~+H).

Example 35
2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-2-methyl-6-pyrrolidin-1-yl-quirolin-
3-yl]-ethanone

The title compound was prepared from 1-[6-Bromo-4-(4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-y1]-2,2,2-trifluoro-ethanone [example 23] and pyrrolidine
according to the procedure of example 25, except that the reaction time was of 16h. Yield:
51 %; MS: m/z = 463 (M+H).

Example 36
2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-methyl-6-pyrrolidin-1-yl-quinolin-3-1]-

ethanone
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et hanoneThe title conpound was prepared from
| -[6-Brono-4-(4-fl uoro-phenyl) - 2-
woreaohpisigai nol i n-3-yl]-2, 2, 2-trifl uoro-et hanonkCT/EP2005/011403
[ exanmpl e 24] and pyrrolldln% according to the
procedure of exanple 25, excépt that the reaction tine

16h © 64 %
3 hs B3Ot lo e tbordi (0 AT G (b ke THATL2
methﬁtcimﬁldjlm@}z )ﬁyﬂ,{%ﬂt -irdfiuoro-tthyh yr@feratply P4l amrbpymrohﬁ;ryﬁl decording
-e ne e
to t}re I[rgcﬁ%é% @ca(%ﬂ? )fcg}_qgﬁ%ﬂ% )l‘eaftlgl’rl %B?eﬂﬁ% ofr 191, Yield: 64 %;

MS:metzhyhovinel)i n- 3-yl ]1-2, 2, 2-tri fl uor o- et hanone
[ exanmpl e 24] and 3-pyrrolidinol according to the
procedure of exanple 25tEexcqﬁ§7that the reaction tine
was of 16h. Yield: 39 %-YEP 419 (M+H). Exanpl e
3®,2-Trifluoro-1-[4-(4-fluoro-phenyl)-6-(3- hydroxy—pyrrohdm— -yl)-2-methyl-

2>2,2-Trifluoro-1-[6-(4-h X henyl pi peridin-I-y

1) - 2- met hyl - 4- phenyl‘l“é"tﬂhﬁ%?%ﬁﬂ %ha;ﬂo?‘ et hanone The title

conpound was prepared from

| "If}ﬁz'tﬁl;_ A ﬂ]:vfii@ Ff}ﬁa}ed&rdifﬁtlhwmnmmm -fluoro-phenyl)-2-

- i_fluoro- et hanone
metﬁ}’%%p@&}g, 34}[ ﬂe?r%/Ff:f{%’é?u apgne aﬂ}éﬁtagg' %Ppeyrrohdlnol
acc&ﬂ Yhe ﬂfce&lﬁi@@ﬁkﬁnﬁﬁe 2B %Pt tHahﬁie refeioneantiven of il Ak Yield:
0

39 %QMS m/Z——419T1I\/Ief‘% 29 % Ms: mz = 491 (MrH). Exanple

2,2,2-Trifluoro-I|-[6-(4-hydroxy-4-phenyl -piperidin-|-y
I)-4-(4-rnethanesu|fonylﬂh@ﬂﬂbﬁs

2- hyl - gui
2 Z,gaﬁtgp%w?ilgrzﬁm oxy— theny Spp%plslm-q]—yl) e?h;ﬁ erqygl-quinolin—

| - [ 6- Brono- 4- (4- nethane&gn&ﬁmeﬁbenyl)-
2- et hyl - qui nol i n-3-yl ] 2,2-trifluoro-ethanone

[ exanmpl e 24] and 4- hydro I di
& i e S GBS o LB G 4oa PHBRS L2 TR
quntl&?n Beﬂ Q,'Z@E’g(ﬂﬂtfé?o BN She Pe@ﬁnpl‘é&@] ghd Lhy%oxlysﬁ pHedylpiperidine

accqrdwtowth? Prefsagelol Fmenie RPusFet ok TP glopdimrdras,af-1qb- Yield

29%hﬁﬁy5ﬂ9 parivdinny.| -yl)-2- methyl -quinolin-3-yl]
- et hanone

Example 39
2,2,2-Trifluoro-1-[6-(4-hydroxy-4-phenyl-piperidin-1-yl)-4-(4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-yl]-ethanone

The title compound was prepared from 1-[6-Bromo-4-(4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-y1]-2,2,2-trifluoro-ethanone [example 24] and 4-hydroxy-
4-phenylpiperidine according to the procedure of example 25, except that the reaction
time was of 16h. Yield: 17 %; MS: m/z = 569 (M+H).

Example 40
2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-6-(4-hydroxy-4-phenyl-piperidin-1-yl)-2-
methyl-quinolin-3-yl]-ethanone

The title compound was prepared from 1-[6-Bromo-4-(4-fluoro-phenyl)-2-
methyl-quinolin-3-y1]-2,2,2-trifluoro-ethanone [example 24] and 4-hyydroxy-4-
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The title conpound was prepared from
| -[6-Brono-4-(4-fl uoro-phenyl) - 2-
woreaohpisigai nol i n-3-yl]-2, 2, 2-trifl uoro-et hanonkCT/EP2005/011403
[ exanpl e 24] and 4-h.ydroxy- 6 phenyl pi peridine
according to the procedure o© exanple 25, except that

phe%glglep(e%ﬁ}a_rége{c%%giﬁgl %t}}ﬁprowdu]fg Qf exdin ed75 %gceé{ H¥Bth M ction time

wasdf 2612-Yheldf 3219t BESE mf 2= (589 { Mi#di o- phenyl ) - 6- ( 3- hydr oxy- az
etidin-I-yl)-2-nmethyl-quinolin- 3-yl]-ethanone The
title conpound was prepated fir
| - [ 6- Brono- 4- (4-fl uoro- Sé’faénrg/lf%}
2,21 THftofp 1 1 0l(4-fludroypherd])26- 23 —hydxfobqa—meﬁhhhhmb—riemethyl—qumohn—
[ exanmpl e 24] and azethi accordlng to the
procedure of exanple 25, Y@f@ﬁﬁ? fhat the reaction tine
was of 12h. Yield: 12 % MS. mz = 405 (MtH). Exanple
42The title compound was prepared from 1-[6- Bromo 4-(4-fluoro-phenyl)-2-

e R s et a2 T

to t]@é’ E@lﬂefo‘f @iﬂrﬂlplé 25, Br@po thht (e fehdiohaimblvanyf )2h2Yield: 12 %;
hyl - I|n yI] 2,2,2-trifluoro-ethanone
NB{ %%ﬂﬁp Jand azepane accordlng to the procedure of
exanpl e 25, except that the reaction tinme was of 16h.
Yield: 32 % MS: nlz 431Ekdviply 42 Exanple 43 | -

6- Azepan. - .1 .
1 yreepatigh (Al gReRP g ABE AL BgpYa3- 1 2.3 Hiflygiosethanone
-et hanone The title conpound was prepared from
| T&t@ﬂ@é@n&d’iﬁtw répapé'd goyl k- Broghd2-(4-fluoro-phenyl)-2-

metkilakohg’ £ e B BRI OP LA D5 IREBE L hatime o

the pREceHRACH e@ﬂlnplezz #B&t@hatliBBreatfi@! hine whs Yf 1885 Yialdz 3293 MS:
npl e

m/g= ng:ﬁﬁﬁﬁnethylanlno-pyrrol|d|n-I-yI)-2-nethyI-4-phen
yl -quinolio-3-yl]-2,2,2- trifluoro-ethanone The title
conpound was prepared frﬂﬂhn]£43

| - (6- Brono- 2-

3- lfl(é Afe@arglty %%Yl Xaa%{g”zez 3trifygro-ethanone

3- (d|nethylan1no)pyrrolld|ne according to the

DVT’IQ@QH& EorRp oA IpRepiBed BYEEPL6-Bidho htetig@at piaenyl-iquinolin-

of 16h and that ethyl acetate/nethanol (9;1) wa
3- yuseaz tyiflapgp-ethonape [ R;g.m}%/.}p ‘it%%%ﬁ%?@%%réﬂ the i:goce%ure of
example 25, except that the reaction time was of 16h. Yield: 14 %; MS: m/z = 413 (M+H).

Example 44
1-[6-(3-Dimethylamino-pyrrolidin-1-yl)-2-methyl-4-phenyl-quinolin-3-yl]-2,2,2-

trifluoro-ethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-
3-y1)-2,2,2-trifluoro-ethanone [example 3] and 3-(dimethylamino)pyrrolidine according

to the procedure of example 25, except that the reaction time was of 16h and that ethyl

acetate/methanol (9:1) was used. Yield: 37 %; MS: m/z = 428 (M+H).
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| -[6-(3-D net hyl am no-pyrrolidin-I-yl)-4-(4-nmethanesu
foi iyl-phenyl)-2-niethylqunolin-

wW@200b484@, 2-t ri f 1 uor o- et hanone The titl e conpPCIEP2A83011403
prepared from|l -[ 6-Brono-4- (4- met hanesul f onyl phenyl ) -
2-methyl -quinolin-3-yl]-2,2,2-trifl uoro-ethanone

[ exanpl e 23] and 3- (d|qptgylaﬂgno)pyrrolldlne
according to the procedure ot ° exanpl e 25, except that
1I-[& (3-Bagiktlgiuntinopywatidof 1-¥Hhd- émdletﬁmtesdfdmjfl phenyl)-2-methyl-

acet atel methanol (9 1) 95, Yogth. Uipldha 37 % B iz
[ 6-(3- D met hyl am no-pyrrolidin- 1-yl)-4-

(4rHd titty @mpheingWas pLeparddyd muisARronme-3-(¢Hmethanesulfonyl-

2, trifluor t he ti.tle c oun
phepY GO oL Lo B A r S 5oP S SRERpI pind >
(d1rH@ﬂh I)éh‘nﬁ@) Aboliflindadtolding t2the- ﬁrbdeﬁhtﬁ)dif@x@r&rh}da pBeexcept that the

e e g 9%31 R Shascthibree e MRSt LoD b Fig iy %5 MS:

m/Z2P606 eagti)on tine was of 16h and that ethy
acetate/nethanol (9:1) was used. Yield: 44 % M5 niz
= 446 (M+H). Exanple 47
2,2,2-Trifluoro-1-[6- ioﬂ?@PRQAQEthanesulfonyl phenyl)
152(30@!1{’1&'}1 mﬁrlmbyﬁoﬁdmlﬂ yl)ﬂﬂ-(ﬂlaillmﬁa prreayt )i 2ireetholguanntin-3-yl]-
was prepared from ( 5- i o phenyl) -(4-
met hanesul f onyl - pheﬁ%@?tﬁgF @“FEkanple Al7] and
[,1,1-trifluoro-2,4- pentanedi one according to the

pr'PlQ@ﬁ'ﬂ'é eorglso@?am b@e@re@%@mrebﬁm@ne(mlmmphw) -2-
i sopr opanol ere ctloqltlne was g % gpd
e hABBRCE HY 12 S BRSP4 v Bl & 55 o6
dnl}@ﬁhyggn%_mc I%;I%hﬁﬁflhe acc@f&4 :'E@ ’élf@procejrlure of exarmple 25, except that the
r| uor o-1 - I ox | pe
reagtjarytigng wes oh hﬂ’e@élt%ﬁﬁ; %ﬁéﬁ%@éﬂ){e@f@{% V\%aﬁlls%%{ﬂd 44'%; Ms:

Hﬂ?_xh$(pﬁqbpnone The title conpound was prepared from
[ 6- brono- 4- (4- nethanesulfonylphenyl)

-2-met hyl - qui nol i n-3-yl] , 2-trifluoro-ethanone
[exa nple 23] and 4-neth§¥%? &7 di n- 4- ol according to

506 PLAGEHHT$6-95doeX MRl fh AR sullirfi-Fherdf)-26 MethyH qhirolb03-y1] -

ethanone

The title compound was prepared from (2-Amino-5-iodo -phenyl)-(4-
methanesulfonyl-phenyl)-methanone [example A17] and 1,1,1-trifluoro-2,4-
pentanedione according to the procedure of example 1, except that the solvent was
isopropanol, the reaction time was of 16 h and heptane/ethyl acetate (1:2) was used.
Yield: 55 %; MS: m/z = 519 (M).

Example 48
2,2,2-Trifluoro-1-[6-(4-hydroxy-4-methyl-piperidin-1-y1)-4-(4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-yl]-ethanone

The title compound was prepared from 1-[6-bromo-4-(4-methanesulfonyl-

phenyl)-2-methyl-quinolin-3-yl]-2,2,2-trifluoro-ethanone [example 23] and 4-methyl-
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(MrH) . Exanpl e 49
2,2,2-Trifluoro-I-[4-(4-nmnmethanesul fonyl - phenyl)-6-(4-m
we@ehsoi4@i peridin-1-yl)-2- PCT/EP2005/011403

nethyl-quinoIin-3-yI]-ethanp§§_The title conpound was
grepared fron1:~[6-bronD-4-(4-nethanesulfonylphenyl)-
. 2=met hy] - qui nol.i ng 3-yl AN -Q=ethar.ihgae .., —
e f R L SR e R B STl 1L U AaS e s
(MpHOcedure of exanple 25. Yield: 14 % Ms. nmlz = 507
(MrH) . Exanpl e 50
[ 6- Bronp- 4- (4- met hanesul -phenyl ) - 2- net hyl - qui nol
n-3-y|]-cyc|opropy|netha%%%éﬁ%ﬁg title conpoﬁndqmas
pr 2pa@-Edfliio Al -(2{Anetitarstdforybphdrgh) 6 Y 4-{reth oxy-piperidin-1-yl)-2-

met hanesul f onyl - phenyl,) - ret.hapone [ exanpl e Al5] and
1-cycl op ropyl-l,n§9%ﬂf%ﬂ% Igﬂgﬁgﬂ%gFﬁan to the
procedure of exanple 1, except that the solvent was

| SOp¢ Bpasahpoidievssgaepdred froine [6vasomé-41@-medhahesulfonyl-

hept ane/ et hyl. acej at.e 2k was ysed. Yiel d; % :
phafpD LRy (ARG Bt e GHoCy e B s e 5 ar 4Bechony-
pipéddiRtbesresgltd arypropddeny bl exadpleetshyield: 14 %; MS: m/z = 507
M6- r phol i n-4-yl quinolin- 3-yl] -nmethanone A tube
( pPdced under argon was charged

W thtris(di benzylideneacetone)di pal | adi um chl or of or m
conplex (5 nmg) , 2- Example 50

di c ohexyl| phosphi no-2' , 4" 6" ~triisopropylbi gh | (5

0y VR e akoey g R s B LR B A b bkopy-
[ 6- Bronmp- 4- (4- met hanesul fngtidnopbenyl ) - 2- net t Lyl - qui no

i n-3-yl]- cycl opropyl - net hanone [exanple 50] (100 ng,

0.2 ) int-BtiCH dded, foll

ot B BAF FUmpO W Prap o ot {- St e Lise e eoa o
mefcheNBAINSTpRényD L8 eBend e [Rabiple A1Thend eagtlopRopiltIsbatanedione

was cool ed to 20 0OC dikg;ed W

: h hept.ane, and
sccpiding OUERP UG CEFPBleant L 1 At FEar Ry Sproppahhe
realitib 10 MB{eQeHs 2B My h @Rd Heptahid eGB] adefatd (@ ) ane ubedACIEId: 809%; MS: m/z
20 to give a yellowsolid (52 ng, 51%9. Ms: mz = 45 1
=46 (M) Exanpl e 521-[6- (3, 3-Di f | uor o- pi peri di n-
1-yl)-4-(4-net hanesul fo nyl - phenyl) -2-nethyl qui noKn-
Example 51

Cyclopropyl-[4-(4-methanesulfonyl-phenyl)-2-methyl- 6-morpholin-4-yl-

quinolin-3-yl]-methanone

A tube placed under argon was charged
withtris(dibenzylideneacetone)dipalladium chloroform complex (5 mg) , 2~
dicyclohexylphosphino-2',4',6'-triisopropylbiphenyl (5 mg) and cesium carbonate (110
mg, 0.33 mmol). [6-Bromo-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-yl]-
cyclopropyl-methanone [example 50] (100 mg, 0.22 mmol) in t-BuOH (5ml) was added,
followed by morpholine ( 24 mg, 0.27 mmol). The tube was sealed and heated at 110 °C
for 6 hrs. The reaction mixture was cooled to 20 °C, diluted with h eptane, and filtered
through Celite and purified directly by flash chromatography on silica gel in heptane /
AcOEt 80 : 20 to give a yellow solid (52 mg, 51%). MS: m/z =451 (M + H).

Example 52
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3-yl]-2,2,2-trifluoro-ethanorLe The title conpound was

prepared from |l -[ 6-Brono-4-(4-nmet hanesul f onyl phenyl ) -
wQ@200e0¥81lt6 qui nol i n-3-yl]-2, 2, 2-trifl uoro-et hanPCIEEP2005/011403

[ exampl e 23] and 3, 3- difIQ% opi peri di ne

g{drgpliloride according to ?he procedure of exanple

. : % NS, .z, = I

2. 2, ol et Pt b bes FOTR ety 2 et

yl - 6- ( 8- oxa- 3- gqaabiliaysyld-2}32-Fifluoro-ethanone

]oct-3-yl)-quinolin-3-yl] -ethanone The title conpound

ared from1l

m{%{ﬁgﬁgmogeﬂ NVES R%er?%%d_tﬁé’ﬁ - [ézéromo—zl— (4-methanesulfonyl-
pheltaylyratrhlyfdhygqhimolihmé)a}-ylz],z-ﬂrifmozca{ethahbnofaxaenlhla RAdhend 3,3-
.| exanpl.e. and. 8- - 3. - Di I
dlﬂ%@B%}‘lﬁﬁleﬁ%d{% o&@%ég%g@%ég theeipg‘ﬁ%idglrégf %‘%%LI e]I)lg %tl g‘?l%})%: 50 %;
MS:Me1z 673 eM50D. (MHH) . Exanpl e 54
Cycl opropyl - [ 4- (4- met hanesul f onyl - phenyl ) - 2- et hyl - 6-p

i peridin-l-yl-quinolin-3-yl]- t hanone The title
conpound was prepared f?%%¥$ﬂeg?

.[2 6- B%,%[EllTﬁﬂﬁérﬂﬂb«ﬁﬂ%ﬁdﬂhir&ﬁgﬂf(ﬂhbphéﬁyl) -2-methyl-6-(8-oxa-3-aza-
-met hyl - qui_nol | n-3-yl ] -cycl opr opyl - yet hanone [ exanpl e
50] and pipéﬂﬁﬁhﬂégéﬁB%Fﬁyﬁémﬁﬁﬁgﬁ%yﬂgz Ab0Pe of ™
exanple 51. Yield: 39 % Ms. mlz = 449 (M+H). Exanple

55 The title compound was prepared from 1-[6-bromo-4-( 4-methanesulfonyl-

[ (6- Brono- 2-met.hyl - 4- nyl-qui nol in-3-yl)- L opK |
phehHRTEBRE TGP TS oS PE AP e 8Ea-3-
aza ] $9:15c BafeorBorahigny ke plaesiraef bangne SleXahbbe %; MS: m/z
AL ] and [-cycl opropyl -1, 3-but anedi one according to
—5@%@Mﬁfﬁcedure of exanple 1, except that the sol vent

was i sopropanol, the reaction tinme was of 16 h and

heptane/ ethyl acetate (1EZmples4used. Yield: 75 /6;

M5: mz = 366 (M. a e 96 T T
CyP BB b4 gaech s BB PIL3 ety Pl sidinr Fysayimplip-3-v1)-

ycl opropyl - met hanone The t idetiRnegepound was prepared

Ero?L(Z-an1no-5-trifiuoronethoxy-phenyl)-

4-f hi or ophenyl ) - net hano l e A9] an

| - Cy@@‘ﬁﬂ@wppqqrgi%m;gﬁ%gg%@I[ne[)é%mo—él— (]él—meghanesulfonyl—
phenyl)-2-methyl-quinolin-3-yl]-cyclopropyl-methanone [exammple 50] and piperidine
according to the procedure of example 51. Yield: 39 %; MS: m/z = 449 (M+H).

Example 55
[(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-cyclopropyl-methanone

The title compound was prepared from (2-amino-5-bromo-phenyl)-phenyl-
methanone [example A16] and 1-cyclopropyl-1,3-butanedione according to the-
procedure of example 1, except that the solvent was isopropanol, the reaction time was of
16 h and heptane/ethyl acetate (1:2) was used. Yield: 75 %; MS: m/z = 366 (M).

Example 56
[6-Bromo-4-(4-fluoro-phenyl)-2-methyl-quinolin-3-yl ]-cyclopropyl-methanone

The title compound was prepared from (2-amino-5-trifluoromethoxy-phenyl)-
(4-fluorophenyl)-methanone [example A9] and 1-cyclopropyl-1,3-butanedione

according to the procedure of example 1, except that the solvert was isopropanol, the
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according to the procedure of exanple 1, except that
the sol vent was isopropanol, thereaction tinme was of
wa gooh/o#81de hept ane/ et hyl acetate (1 2) was UuSeRCT/EP®§011403
76 % Ms. mz 384 (M. Exanpl
Cyclopropyl (2-met hyl - 4- phenyl 6 pi peridin-I-yl-quino

rezﬁtlé)ﬁ;] {I{I%Wé? tﬂ%%zar}l% l%e%?a[ne 4ett}ll i éage%@ gid?ﬂxg seH fﬁ%f ’%i’/o, MS: m/z

= 984 cMy.cl opropyl - nethanone [ exanmpl e 55] and plperldlne
according to the procedure of exanple 51. Yield: 64 %
MS: mz = 371 (MH). Exanpl @?57
Cycl opropyl - ( 2- met hyl - 6- nor phol i n- 4-yl henyl - qui noK
n- &jypdléprﬂpﬂt(annethyrrh@htnyu6eplpcmbmuh¢ﬂ—qramoBnépsé} oythanone
[ (6-Brono- 2- net hyl - 4- phenyl - qui nol i n- 3-

T g e e T e

yl]\/&clmrbpyl Iﬁé’tﬁalﬂdﬂbl-ﬂ)exa(ﬁlplle 1¥5] dnd Iﬁpﬁpbuﬂ decooding e Trlm Ipaoqedure of

aIkyI C1- C7 hal oal kyl
exﬁFﬁ’ éﬂﬁfaﬂﬁéfg%ﬁﬁd%%t33§i@%§c oaIkyI, or 5 or 6
menber ed heterocycloal kyl; R2 is C-C7 al kyl, aryl,
Cl1- C7 al koxy(C1-C7)al kyl, Cl]ﬁ Qaloalkyl or C3-C8
cycloal kyl; R3, R4 are ea 8gpendently hydr ogen,

hal gy cllgp% ?lx&rm@h‘yf% - aipkoly-4-1D-4p Heryhlgomlokiosdyyl)-methanone
di (G ?alkylanlno Gg-C 7 aIkyIsquonyI or 5 or 6

ere hetero ycl oal ogen
7 afRy Hte SRR ore O AEEYED AR g fictn-
ylp-rcyél rONﬂ?B&h%ﬁ@ﬂiee eﬂarﬁﬁle&ﬁﬁaﬁm@f}ﬁndﬁhe@?ccﬁdhg Itq tl‘@trpréﬁedure of

P Tl S0, eyl L goen atom (o whch

het er ocycl oal kyl group mhlch may b e substituted by
one or nore subsituent(s) selected fromthe group
consi sting of halo, CG-C 7 al kyl, Cl1-C7 al koxy,

hydr oxy, phenyl and di (G -C 7)al kylamno; R6 is
hydrogen or together with RS may forma 5 or 6
nmenber ed het erocycl oal kyl
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group which may be substituted by one or nore hal ogen;
and pharmaceutically acceptable acid addition salts

wao beseefige excl udi ng the foll owi ng conpounds:  PCT/EP2005/011403

| - (6- Chl oro- 2- net hyl - 4- phenyl 7,qumolln 3-yl)-ethanone;
| - (6- Brono- 4- phenyl - 2- plperld3 | -yl -quinolin-3-yl)-et
hanone;
I-[4 (4- Chl or o- phenyl ) - 2- net hyl - qui noKn- 3-yl ] - et hanone
Claims

phenyl - qui nol i n- 3-yl ) - et hanone;
(g 2{ I?f'é]f‘%?h%}/lﬁﬁlé"‘r}yl-qwnoIin-3-yI)-ethanone; and
| - (2- Met hyl - 4-phen7l - 6-trifhuoromet hoxy-qui nolin-3-yl)
-ethanone. 2. Conpounds of fornul,a | according to
claiml1l, wherein RL is C -2% ;R2 is Cl-C al kyl,
phenyl , Cl-C7 hal oal kyl ; i '
hydr ogen, hal o, Cl-C7 al kB
is halo, Cl-C7 hal oal koxy, & y, or -NR7R8 wherein
R7 and R8 are Cl- @Aalk : etherywith the
nitrogen atomto whic e at ached, formor a 4

G - C7 al kyl sul fonyl, R5

substituted by on&R’8r uent(s) sel ected from
he,group consisting of halo, G -C7 alkyl, hydroxy,
87 al koxy, phenyl and di (G -C 7)a|ky|an1no R6 is

Rhyd I O @Rd:REerd, CYRL NIy ILVE L O, IR SulkBydil Of-T) R1IS1aHin Cs-Cs cycloalkyl,
menber ed heter%cycloalkyl %%oup whi ch may be
subst?&%?@%nﬁ gisd hsteragriedish ogen: and

RPhar nﬁ@?mﬁﬂa hyyl att;lcemlm?r@a@;)al Hdi, t@,anleRyt r C3-Cg

t her eof npoun s of fornul a according to claim
1, mh@FEPHYh is C-C7 alkyl. 4. Conpounds of fornula

R%quéor s @Qchtﬁdéﬂeﬁﬂgﬁt?y hydses] Kuld h@de&gmp@ slkakg C,-C;
selected romthe rou consi sti

| - ( 6- mleakny. @fqayp 99 Cqu%ﬁ%ﬂau@rw PI pPBH ARG

e heterocycloalkyl;
% (6- BronD 2- |sobut

ghen I-qunnlln %yl ethanone
( 6- BhyABee falon - Qt aBW €y1 e (AR e 3h9 B HY 1O
ut an- |- QOAR7R® Whereln R and R® are C;-C; alkyl, or R’ and R® may, together with

I -[4- &@ Chl or o- phenyl ) - 2- net hyI-6-tr|quoronethoxy qu
nol i nthgnjirggeattrin spwhich they are attached, form ora4to 7 membered

: - é?ogé;t%’?i@ycgoﬁ'g%? ProopMbid ABEBY bartdtinel bPose 3 thoke stBbiYent(s)
selected from the group consisting of halo, C;-C; alkyl, C;-C; alkoxy, hydroxy,
phenyl and di(C,-C;)alkylamino;

RS is hydrogen or together with R> may form a 5 or 6 membered heterocycloalkyl
group which may be substituted by one or more halogen;

and pharmaceutically acceptable acid addition salts thereof,

excluding the following compounds:

1-(6-Chloro-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;

1-(6-Bromo-4-phenyl-2-piperidin-1-yl-quinolin-3-yl)-ethanone;

1-[4-(4-Chloro-phenyl)-2-methyl-quinolin-3-yl]-ethanone;

1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;

1-(2,6-Dimethyl-4-phenyl-quinolin-3-yl)-ethanone; and

1-(2-Methyl-4-phenyl-6-trifluoromethoxy-quinolin-3-yl)-ethanone.

2. Compounds of formula I according to claim 1, wherein
R is C;-C; alkyl;
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1- [4- (3,4-Dchloro-phenyl) -2-nethyl-
6-trifluoronethoxy-quinolin-3-yl] -efhanone; 1- [4-

W@ 2006k0k838©0- phenyl ) - 2- et hyl - 6- pHenoxy- qui nol | PEBEP10P5/011403
- et hanone; and |-[4-(3-Chl orasphenyl)-2-nethyl-6-tr
f1 uor onet hoxy- quinolin-S-yI]i hanone. 5. Conpounds of

fornul t [ ai , wWherein Ris G-C7
haloﬁfﬁﬁiaﬁg% Gﬁgéﬁ%%mﬂé&hula | according to
R, ®*ai meﬁachl\ﬂﬁéépﬁnrdemﬂlﬁh)do@mdﬁo at,eCsdkeqt €d G nikylstfenyl,

R b 32 eRRgs eyt TR EY sy RS ant B are CreCrallo

2, 2 baly ftb gahe-weithenraiigogen atom to Wh1ch they are attached, form oradto
lr ;)( Si? IIBF%:O éézd }?eF"uE,ro\t/ycloalkeffI Xup %'1'1&1 may bg’ s%s&tu%édz by one oromore
2, 2, gibkitiddt(9 Eéledtec( Romeh&)rodp pbeisting@f hilof C10), elkgt, hedroxy,

y-qui_nal i p-3-yl) th one; .
- 4% (égéﬂpﬁﬁ& a;ﬁgghg%ﬁyﬂd%nFPrfluoronethoxy qui
R® n 0| | ﬂs 1)6 gkn 3r ?og%tHeE with BT @Ry HeMeaS, orb-membered heterocycloalkyl

r.Q- pheny met h 6-trlfl omet hox ui no
I|n sroyp]w %@azgf Flﬂ#stl%?é&)‘//mﬁénore%a ogen; ) 1

am?Fﬂa&%qa&dtfchwpmqumé—a&&a@ilﬁ@%yamhﬁenébﬁ 2-nethyl -6-tri
uor onet hoxy- qui nol m 3-yl ] - et hanone;

2,2,2-Triflu 4-f| yoro 2-. >

o} &% MRS bt oy 6RO T3 PP Bt R o

|- (6- tert Butyl - 2- met hyl - 4- phenyl -quinolin-3-yl)-2,2,2

- t 1l f Cuppouatheffonailal according to claim 3, wherein the compounds are

fl uoro- 6-.net hyl - 8- phenyl -[1, 3]d | o[ 4, 5-7
Sdﬁ?%ﬁ@@ﬁq%E?Pypfoﬁﬂﬁnﬁp'fIuofoet%angne ]IIO?Z ?g 4- Eﬁ%ﬁ
1- (@%@nﬁh@@wy) ! Hm hyhin&lirh#3-1)- pt@p@ﬂa;@ne,

Q or oet hanone;
1- (é ﬁ'}oﬁﬁ%ﬁ FSP#’HB’ 4 IP e[nXl %‘Hnﬁél"‘hgﬁ’b ?}gf‘%‘?ﬂﬂ phenyl ) - 2- oi et
1-( Byﬁmﬁm_tr'f IrrlgétH;ﬁlr@p‘EérbﬂlWﬂbﬂﬁQBLﬂ) Z%nyﬂth]ﬁl -behkhanens;

ri uoro- 4- met ho
ﬁy@ =@hlprar PReR; H@M@%& i HgpiopRetBop- ﬁuﬁebﬁ-gﬁﬂﬁ éghanon@

1- @ B’ro%‘foﬁﬁ%dp%}fy@iﬂ% %ylf@hlﬂu\dlm43-@fh)eﬂ)ﬂletﬁyl@r§§iﬂ didirel - Y1 -

uj nol i n- 3-

-(3,%D qcmorrpwélﬁaylﬁ Zc@efﬁﬁkﬁytrlfbqupww.%wlw-ﬂ Iptthaane

4 L@l‘ﬂbfon 136 N2 %‘i eno uinolin-3-yl]-ethanone; and
Q% ?Iuoro [-(2 nggkl ﬁflq n I-6Yp rroI di_n-L

4y<13 %@pmphw@ Frimeth @ﬁhtaaéﬁ%ror@etgow gRipl Bl *thasong
-6-(2-net hyl -pyrrolidin-

I - ys.l ) Cénph@ilof @itnigh | d&c%‘r&lhﬂg‘to%ﬂiﬁ\m Réerein R? is C;-C; haloalkyl.
2>2,2-Trifluoro-I|-[2-nethyl (4- niethyl-piperazin-l-y

") 6.4 pggpn%)loungsl o tlolrIQluIEI a.l cordentlg? fo 5, wherein the compounds are
selected from the group consisting of:
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-2,2,2-trifluoro-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-2,2-difluoro-ethanone;
2,2,2-Trifluoro-1-(2-methyl-4-phenyl- 6-trifluoromethoxy-quinolin-3-yl)-ethanone;
1-[4-(3-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-2,2,2-trifluoro-

ethanone;
1-[4-(4-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-2,2,2-trifluoro-

ethanone;
2,2,2-Trifluoro-1-[4-(4-methoxy-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-

ethanone;
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2
2,2-Trifluoro-1-[6-(3-hydroxy-pyrrolidin-l-yl)-2-oieth
wQ keodogienyl - qui nol i n-3-yl]- ethanone; PCT/EP2005/011403
2,2,2-Trifluoro-I-[6-(3- h7drox¥ azetidin-I-yl)-2-nmethy
| - 4 phenyl - qui nol i n-3-yl]- ethanone;

fo [ 0
A BRI TS 18 PRy RSP G R AN D L o SRR g RS 1 -
;-[@ﬂgm@ﬁa-ﬁ (4-1 uoro- phenyl) 2-nmet hyl -quinolin-3-yl]-
>2-tr uo
G T S Sy R D | e R
y(2, BDpilpaoalidethyl 8Hpiauiyh O, 3 i @kolof i p—gefutaclong: yl 22 2,2-trifluoro-

2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-niethyl-6-piperid
i n- 1SRAROBE nol i n-3-yl]- et hanone; 2,2, 2-Trifluoro-I -
1-f4-(¥4-DiBe6r0- Iﬁlib%&l})&)m%’tmh&ifhﬁrdmahoxy—qulnohn -3-y1]-2,2,2-trifluoro-
|orp ol m4-yl-quinolin-3-yl] - ethanone;

1BRO0FY uor o- | - [ 4- (4- net hanesul f onyl - phen7l)-2-neth

Y i ZET'IMOE‘@-IIL[@L@ ine&hnék@lfﬁﬁﬁ@bhen@l— )yd-inetRilhénafieoromethoxy-
2,2, 2- Trlflu ro-| -

( 4- FAURRLE: Hit n?}b?nozlemet hyl - 6- pyrrol i din-1

25, h"l%ﬂd@)%Jln Fa3¢3yflioroet-Rasie3g - phenyl) -2 —methyl-6-trifluoromethoxy-
2,72 -Trlf|UﬁrO | -[4-(4- fluoro phenyl ) - 6- (3- hydrory- py
rroﬁvﬂm 13-3yilyeth aIPfﬁjiehquumolm- 3-yl] -ethanone;

| 23 2. 'ngﬂ-[fdr{)]lu@tﬁreﬂry[ B-plnilysli rdﬂr—ﬂ)hfl:kylhnphw y1lethahotye;

yl - )
R e O Db Ba000Es % cBrongne

2 ﬁé Tr[fﬁfd?@ﬂe@uhfe lﬁhlﬂh@ﬂ}’ll-é—'pyrrohdm L -yl-quinolin-3-yl)-ethanone;

I
2,32,2 Tzli%/qqrgﬁlugﬁ?@llﬁﬂl‘/ 8- (@ﬂnﬁ‘ﬁjﬂg%ﬂﬁlﬁ%ﬁyﬁ’%‘l PheRyarERgfing3-yil-

phen*hmﬂh@erldln I-yI) 2- met hyl - qui nolin-3-yl]
- et hanone;

23.2- Frifinaret Lo srethy}-g-(¢amethybpipemiondr ) d-phemlgripeliogz v -
etlcgﬂkﬂo eyl) 2-met hyl - qui nol i n- 3-yl] -ethanone

I-[ 6- Azepan-| -yl -4-(4-fl uor o- phenyl) 2-ne %. qU|noI|n
>2>2yTr}ﬂ12>r2 1pl&£3 hYdI@F)bP@’trﬁ]a@i@nk}’l Amethyl- o -phenyl-quinolin-3-yl]-

| - (65 ﬁ%ﬁﬂén | -yl -2-net hyl - 4- phenyl -qui nolin-3-yl)-2, 2,
2-trifluoro-ethanone;

2,26l b et (A-Brdraer-pyatidin-larli2 1o thyl-4- phepwiravipolinell-

yl - auh nlden-3-yll -2, 2, 2-

1-[6-Bromo-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-yl]-2,2,2-trifluoro-
ethanone;

1-[6-Bromo-4-(4-fluoro-phenyl)-2-methyl-quinolin -3-y1]-2,2,2-trifluoro-ethanone;

2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-2-1methyl-6-piperidin-1-yl-quinolin-3-
yl]-ethanone;

2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-methyl-6-piperidin-1-yl-quinolin-3-yl] -
ethanone;

2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-methyl-6-rnorpholin-4-yl-quinolin-3-yl] -
ethanone;

2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-2- methyl-6-pyrrolidin-1-yl-quinolin-
3-yl]-ethanone;

2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-methyl-6-pyrrolidin-1-yl-quinolin-3-yl]-
ethanone;

2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-6-(3-hydroxy-pyrrolidin-1-yl)-2-methyl-

quinolin-3-yl]-ethanone;
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trifluoro-ethanone;
| -[6-(3-Di net hyl am no-pyrrolidin-I-yl)-4-(4-nmethanesul
wo aovgl4gaenyl ) - 2- met hyl qui nol i n- PCT/EP2005/011403
3-yl]-2,2,2-trifluoro-et hanoqgu;o_
| -[6-(3-D nmet hyl am no-pyrrolidin-I-yl)-4-(4-fluoro-phe

2?{%),1’ é?ﬂt'ulppf-ﬁ {%l; %g@{dﬁg#;%—g;ﬁér}ghjpip eridin-1-yl)-2-methyl-4-phenyl-quinolin-
2, 2,2¥lFethiahong;o- | - [ 6- i odo- 4- (4- net hanesul f onyl - phenyl )
i i nol.in-3-yll- ethanone: i
2t 18 Ao e b PR A - G pshaneniifony
l) - 4>—h(el4)|zl)-ﬁeph@mhquﬁlgbbﬁkﬁheﬂhyh()ne;

- - 1ROl - o- - one. . . qe
2 ST A i R b A SR s pbenianipryidin 4tk
et hamgthyienolthi-A-yl}ythindhe; met hyl - qui nol i n- 3-yl ]
20T g pmBeP U Ty a2 et ek s Pglguinolin-
| - pBeylJethaRemat hyl - qui nol i n-3- yl ]
-2, 2, 2-trifl -eth ; . .
R P B Sror R A R il heAvhd tlypuprethanone
1yd6-ﬁze(p81|=1{1xﬁ-2_3n&2| ey '4(§p!}Cd|n]QI—qL3nﬁl.iﬂJS—yl)—2,72,2-triﬂuoro—edthanone;
oGt 7.3z - qui nolin-3.yl]. - angne. 7. unds_o
e P S R STt i et drdien i tinein 3 $11-2,2,0-
cyclitifibideylethdhonepmpounds of fornula | according to
1gﬂﬁg{}gbgr%ﬁﬁggh?%g—p%?rgh&gr@%lij—qg(sél—r%re&la%géu?fg;}%g pLgr?y —tzbr%ethyl—

6- grqamﬂiﬁ%(—lﬁl-]%I,Mflﬂﬁcbﬂﬁf@haﬂonehenw ) - 2-met hyl - qui nol i x

i -3 -cycl opro hanane; R
e B TP Y aRHen ST G prehigi) 22 by puigofin-3-11)-

nor Rl -trifhbryletittione) i n- 3-yl] - nmet hanone;
- _[L45 (4-met | f - I L
2 RO Bripe P fmme D SR RBPERED Sy - quinolin-3-11)-

Tt |- 4- phenyl - qui nol i | | |
e £ Wty P eyl periatn. 151 Y b S n 2Re B

[ 6- @h@:ﬁ@)—é—tﬁ&hﬁiq)tﬁﬁ@liprejmyéthar?oﬂ@t hyl - quinolin-3-yl]-c
a

ycl opropyl - met hanone; L
28 Bgrby 1 2 ArehgtesulomRy e 1 femetlipR piperidin-1yD)-2-
1- y meiki R@kAdIm35 Y1) ethBidi@none and _
C{ycéo ropyl - (2- met hyl - 6- nor phol i n- 4-yl - 4- phenyl - qui_nol
Lils- @P} Iose AR KEn-1o7])-éd dpesihereseiomdmhemel )1 2-methyl-quinolin-3-
accondi Ny thifubloBéthhdoneMifr €in R 2 is phenyl. 10.
Compounds of formula | according to claim9, wherein
220 E‘:@H%@U]‘T(B‘é' (4maethanesulfonyl-phenyl)-2-methyl-6-(8 —oxa-3-aza-

bicyclo[3.2.1]oct-3-y1)-quinolin-3-yl] -ethanone.
7. Compounds of formula I according to claim 1, wherein R? is cycloalkyl.

8. Compounds of formula I according to claim 7, wherein the compounds are
selected from the group consisting of:
6-Bromo-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolini-3-yl] -cyclopropyl-
methanone;
Cyclopropyl-[4-(4-methanesulfonyl-phenyl)-2-methyl-6-morpholin-4-yl-quinolin-
3-yl]-methanone;
Cyclopropyl-[4-(4-methanesulfonyl-phenyl)-2-methyl-6-piperidin-1-yl-quinolin-

3-yl]-methanone;
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selected fromthe group consisting of:

(6- Brono- 2- et hyl - 4- phenyl - qui nol i n- 3-yl ) - phenyl - net ha
WO 0006/045 &l PCT/EP2005/011403

[4-(3-Chl oro-phenyl)-2-methyl z6-trifluoronethoxy-quino

| m 3-yl]-phenyl - net hanone. 11. A process for the

o ZE&?“O&I@%&?%%EYE@?%ﬁ%@%ﬁﬁkgﬁ%ﬁ?ﬁflépﬁﬁﬁ%ﬁh21901‘4? )
co

Bremof4-fdeflumrb ephienyl) 2emgihyle quinelin enpbwndlopiopyl-methanone;

for : ' t S fi L far

| Bt T BT n BB LA AR B Rl o and
|  oBydbpegyl-(R-methyphanogdelitiled4-pheagtepirailire 3ad)-thethanone.
addition salt. 12. A process for the preparation of a

R R e T R e

RN (V) Hto give the conpound of fornula la; wherein

Rl 1® REompeuads efdbimeld liapcardiag ke dainaAdwhdreigetieraogypounds are
Sefi%gevcpﬁ&jnr{geggg COIRAM dof,of formula la obtained into a

0 al Py %t

armaceut | acceptable acid addition salt. 13. A
(te Brpooridmsthyl-rphehd-quinglireg gl epheaglk orethangneoand_e
0 A 12.. [

S N PR E e e AR

of clains 1lto 10. 15. A nedi canent according to claim

14, limepeicassifortherpdipesaventofiasompetind of fermivéa Eontrol or

prevention of illnesses, espgcially of illnesses and

di sorders conprising anxietyy; depression, epilepsy,

schi zophreni a, cognitive disQrdgr’s, spasticity and

skeletal muscle rigidity, aI cord injury, multiple

sclerosis, anyotrophic |atlerail sclerosis, cerebral

pal sy, neuropathic pain andYCrav¥png associated with

cocai ne and nicotipg, ' '

In

with a compound of formula IIT

0O

J:‘LIRZ (IID)

0" R

to give the compound of formula I;
wherein R* to R® are as defined for formula I;
and if desired, converting the compound of formula I obtained into a pharmaceutically

acceptable acid addition salt.

12. A process for the preparation of a compound of formula Ia
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di sorder, posttraumatic stress disorders or
gastro-intestinal disorders. 16. The use of a conpound

wo@Roobosswé a | according to any one of clains 1PCDERDODO11403

of a conmpound selected fromthg, group consisting of:

| - (6-Chl oro- 2- net hyl - 4- phenyl - qui nol i n- 3-yl ) - et hanone;
| - (6-Brono- 4- phenyl - 2- pi peridigin-1-yl-quinolin-3-yl)-et
hanone; R
| - [ 4- (4-Chl oro- phenyl)-2-ne
e,

- 3-yl ) et hanone; and

| - (2- Met hyl - 4- pheny} - 6- n&¥ hoxy- qui nol i n- 3-yl)
- et hanone, or of theiyEharR 1cally acceptable
salts, for the manufacture o edi canent. 17. The

deEHrateahditags dfaestial AcdBponhe befdinddigvnedi cament is
useful in the control or prevention of illnesses,
especial ly of illnesses and’di sorders conprising
anxi ety, depression, epilepsy,_réchizophrenia,
cognitive disorders, spas ty and skeletal rmuscle
rigidity, spinal cord injboky pgultiple sclerosis,
amyotrophic lateralgscl erosj s, JicerebrdlVpal sy,

i RTCi ated with cocai ne

and ni cotine, psychaosi % di sorder, posttraumatic
stress di sorders ongas ro¥ ntBstinal disorders. 18. A

: f , a process for the preparation
RrRe Iy

oun ormulae | or la, a nedicanent
containing a conpound oféformfd a | and a use of a
conmpound of forrmula | for §ﬁé manuf\gct ure of a
medi canent as clained in ckHains 1 to 1 7 and as

descri bed above.
to give the compound of formula Ia;

wherein R* to R® are as defined in claim 1;
and if desired, converting the compound of formula Ia obtained into a pharmaceutically

acceptable acid addition salt.

13. A compound of formula I, prepared according to th e process of any one of

claim 11 or 12.

14. A medicament containing a compound of formula I according to any one of

claims 1 to 10.

15. A medicament according to claim 14, wherein the maedicament is useful in the
control or prevention of illnesses, especially of illnesses and disorders comprising anxiety,
depression, epilepsy, schizophrenia, cognitive disorders, spasti city and skeletal muscle
rigidity, spinal cord injury, multiple sclerosis, amyotrophic lateral sclerosis, cerebral palsy,
neuropathic pain and craving associated with cocaine and nicotine, psychosis, panic

disorder, posttraumatic stress disorders or gastro-intestinal dis orders.

16. The use of a compound of formula I according to aray one of claims 1 to 10 or
of a compound selected from the group consisting of:
1-(6-Chloro-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(6-Bromo-4-phenyl-2-piperidin-1-yl-quinolin-3-yl)-ethanome;
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1-[4-(4-Chloro-phenyl)-2-methyl-quinolin-3-yl]-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(2,6-Dimethyl-4-phenyl-quinolin-3-yl)-ethanone; and
1-(2-Methyl-4-phenyl-6-trifluoromethoxy-quinolin-3-yl)-ethanone,

or of their pharmaceutically acceptable salts, for the manufacture of a medicament.

17. The use according to claim 16, wherein the medicament is useful in the control
or prevention of illnesses, especially of illnesses and disorders comprising anxiety,
depression, epilepsy, schizophrenia, cognitive disorders, spasticity and skeletal muscle
rigidity, spinal cord injury, multiple sclerosis, amyotrophic lateral sclerosis, cerebral palsy,
neuropathic pain and craving associated with cocaine and nicotine, psychosis, panic

disorder, posttraumatic stress disorders or gastro-intestinal disorders.

18. A compound of formula I, a process for the preparation of a compound of
formulae I or Ia, a medicament containing a compound of formula I and a use of a
compound of formula I for the manufacture of a medicament as claimed in claims 1to L7

and as described above.



